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%Z%% Bristol-Myers Squibb
TEQUIN® (gatifloxacin)
Tablets

TEQUIN® (gatifloxacin)
Injection

TEQUIN® (gatifloxacin in 5% dextrose)
Injection

(Patient Information Included)

TEQUIN® 15 avadable as TEQUIN (gatfloxacin) Tablets for oral admimstration and TEQUIN
{gatifloxacin} Injection and TEQUIN (gatifloxacin n 6% dextrase} injection for mtravenous
admunustration.

DESCRIPTION
TEQUIN contains gatifioxacin, a synthetic broad-spectrum 8-methoxyfluoroguinoione antibac-
tenial agent for oral or intravenous administration Chemically, gatifioxacm is () ~1-cyclapropyi-
6-fiuoro-1, 4-dihydro-8-methoxy-7-(3-methyl-1-piperazinyl)-4-oxo-3-quinofinecarboxylic acid
sesquihydrate.

The chemical structure is:
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Its empirical formuta 15 C,gH,FN,0,01.5 H,Q and its molecular weight is 402.42. Gatifloxacw is
a sesquihydrate crystalline powder and s white to pale yellow in color, it exists as a racemate, with
no net optical rotation The solubility of the compound is pH dependent. The maximum aqueous
solubility (40-60 mg/mL} occurs at a pH range of 2 to 5. ‘

TEQUIN Tablets

TEQUIN Tabilets are available as 200-mg and 400-mg white, fim-coated tablets and contain the
foltowing inactive ingredients: hydroxypropyl methylcelivlose, magnesium stearate, mathylceliu-
fose, microcrystalline cellulose, polyethylens glycol, polysorbate 80, simethicone, sodium starch
glycolate, sorbic actd, and titanium dioxide

TEQUIN Injection for Intravenous Administration
TEQUIN injection ts avallable in 40-mL (400-mg) single-use vials as a sterille, preservative-free
aqueous solution of gatifloxacin with pH ranging from 3 5 to 5.5. TEQUIN {gatifloxacin in 5%
dextrose) injection 1s also available n ready-to-use 100-mL. (200-mg) and 200-mi. (400-mg)
flexible bags as a sterie, preservative-free aqueous solution of gatifioxacin with pH ranging from
3.5 to 5.5. The appearance of the intravenous solution may range from light yellow to greemsh-
yellow in color. The color does not affect nor is it indicative of product stabjlity

The intravenous formulation contams dextrose, anhydrous, USP or dextrose, monohydrate,
USP and Water for Injection, USR, and may contain hydrachioric acid and/or sodium hydroxide for
pH adjustment.

CLINICAL PHARMACOLOGY
Gatfioxacin 1s administered as a racemate, with the disposition and antibacterial activity of the
R- and S-enantiomers virtually identical.

Absorption

Gatifloxacin s well absorbed from the gastrointestinal tract after oral admunistration and can be
given without regard to food The absolute bioavadability of gatifloxacin is 96%. Peak plasma
concentrations of gatfloxacin usually occur 1-2 hours after arat dosing.

The oral and intravenous routes of administration for TEQUIN can be considered mterchangeable,
since the pharmacokinetics of gatfioxacin after 1-hour intravenous administration are similar to
those observed for orally administered gatifloxacin when equal doses are admirnstered (Figure 1)
(see DOSAGE AND ADMINISTRATION)

Figure 1. Mean Plasma Concentration-Time Profiles of Gatifloxacin Following Intravenous
{IV) and Oral {PO) Administration of a Single 400-mg Dose to Heatthy Subjects.
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Pharmacokinetics

The mean (SD) pharmacckinetic parameters of gatfloxaci following oral administration to healthy
subjects with bactenal infections and subjects with renal insuffictency are Iisted in Tabte 1. The
mean (SO} pharmacokinetic parameters of gatifloxacin foliowing intravenous administration to
healthy subjects are listed n Table 2.

Table 1
Gatifloxacin Pharmacokinetic Parameters - Oral Administratian

Coae T auer T, CIF o, uR

Table 2
Gatiffoxacin Pharmacokinetic Parameters - intravenous Administration
Cone Tpad Auch Ty, vd,, ct ol UR
(ng/mi) L] {uget/mL) i (kg {mi/min) _{mi/min) 4
200 mg - Heaithy Volunteers
Sgle dose (n=12} 22:03 100 158226 (1141 19=01 214+36 155x32 71768
{087, 150)
Muibple dose (n=8)- 24£04 100 16836 12348 2003 207+44 15555 724164
087,100
400 mg — Healthy Volunteers
Single dose (1=30) §5x10 1.90 36167 74x16 15x02 196+33 12441 623:167
050,100)
Muttiple dose (n=5) 4606 1.00 35446 139+39 16«05 19024 {61243 835138
{100,100

3 Medran (MImmum, Marmum)

® Single dose AUC (G-}, Muitiple dose AUC (0-24)

©p=7 for Gl and UR
Gy Maxanum secum concentraten, 1, fue ta G, AUC Arex under concentration versus time curve, Ty, Serum half-hie,
vd,,.Volume of Cf Yotai Cly. Renal ¢l R: Urinary recovery ‘

Gatifloxacin pharmacokingtics are linear and time-independent at doses ranging from 200 to
800 mg adrministered over a penod of up to 14 days. Steady-state concentrations are achieved
by the third dasly oral or intravenous dose of gatiflfoxacin. The mean steady-state peak and trough
plasma concentrations attained following a dosing regimen of 400 mg once dally are approxi-
mately 4.2 ug/mi. and 0.4 pg/ml, respectively, for oral administration and 4.6 pug/mb and
0 4 ug/mi., respectively, for intravenous administration.

Distribution

Serum proten binding of gatifloxacin 1s approximately 20% i volunteers and is concentration
independent. Consistent with the low protein binding, concentrations of gatifioxacin in saliva
were approximately equal to those m plasma (mean frange} safivaiplasma ratic was 0.88
{0 46-1.57]). The mean volume of distnbution of gatifioxacin at steady-state (Vdgs) ranged from
1.5 to 2.0 L/kg. Gatifloxacin is widely distributed throughout the body into many body tissues
and fluids. Rapud distribution of gatiffoxacm inta tissues results i higher gatifioxacin concen-
trations in most target tissues than m serum (Table 3).

Table 3
Gatiftoxacin Yissue-Fluid/Serum Ratio (Range)*
Flud or Tissue Tissue-Fluid/Serum Ratio (Range)?
Resprratary
Alveolar macrophages 265(10.9-61 1)
Bronchial mucosa 1851 12-222)
Lung epithelat kning fluid 167 {0.81-4 46)
Lung parsachyma 409 {0 50-922)
Strus mwcosa 178(117-2.49)
Spulum {Multiple dose) 128(049-2 38}
Skin
Skiny thster fhuid 100 (0.56-1 47)
Reproductive
Eracuiate 107 (6861 32
Serunal fluid 101{08t-121
Yagina 122{057-163)
Canvix 145 (0 56-2.64)
*Mean of individual ratios colfected over 24 hours follavang smgie (100, 150, 200, 300, or 400 mg} or muitipte (150 or
200 mg BiD} doses of gatflaxaem ewgept for sk bhister %iuid, where mean AUC ratio is presented,

Metabolism
Gatifloxacin undergoes limited biotransformation in humans with less than 1% of the dose
excreted in the unne as ethylenediamine and methylethylenediamine metaboltes.

in vitro studies with cytochrome P450 isoenzymes (CYP) indicate that gatifioxacin does not
inhibit CYP3A4, CYP2D8, CYP20S, CYP2C19, or CYP1A2, suggesting that gatifloxacin is
unhikely to alter the pharmacokinetics of drugs metabolized by these enzymes (eg, midazolam,
cyciosporine, warfann, theophylime}.

In vivo studies in animats and humans indicate that gatfioxacin 1s not an enzyme inducer, there-
fore, gatificxacin is unlikely to alter the metabolic elimination of itseif or other coadministered drugs.

Excretion
Gatifioxacin 1s excreted as unchanged drug primanly by the kidney. More than 70% of an
administered TEQUIN dose was recovered as unchanged drug m the unne within 48 hours fol-
lowing oraf and intravenous administration, and 5% was recovered in the feces. Less than 1%
of the dose 1s recovered in the unne as two metabolites. Crystais of gatifioxacin have not been
observed in the unne of normal, healthy human subjects following administration of intravenous
or oral doses up ta 800 m

The mean elimination half-life of gatifioxacin ranges from 7 to 14 hours and is independent of
dose and route of admirustration Renal clearance is independent of dose with mean value rang-
ing from 124 to 161 mi/min. The magnitude of this vaiue, coupled with the significant decrease
in the elimination of gatifloxacin seen with concommitant probenecid admrustration, indicates that
gatfioxacin undergoes both glomerular filtration and tubular secretion. Gatifioxacin may also
undergo minimal Biliary and/or intestinal elmination, since 5% of dose was recovered in the
feces as unchanged drug. This finding 15 supporied by the S-fold tugher concentration of
gatifloxacin m the bite comparad to the ptasma {mean bife'plasma ratio frange] 5 34 [0.33-14 0}).

Special Populations

Fatients with Bactenal Infections

The pharmacokinetics of gatfloxacin were similar between healthy volunteers and patients with
nfection, when underlying renal function was taken into account {see Table 1)

Genatric

Following a single oral 400-mg dose of gatifloxacin n young (18-40 years) and elderly (265
years) male and female subjects. there were only modest differences in the pharmacokingtics of
gatifloxacin noted n female subjects; elderly females had a 21% increase n G, and a 32%
increase in AUC,, ,, compared to young females. These differences were mainly due to decreas-
ing renal function with increasing age and are nat thought to be dlinically important. No dosage
adjustment based on age alone 15 necessary for elderly subjects when administering TEQUIN.

Pediatric
The pharmacokinetics of gaufloxacin in pediatric populations (<18 years of age) have not been
established.

Gender

Following a single oral 400-mg dose of gatifiaxacin in male and female subjects, there were only
modest differences in the pharmacokinetics of gatifioxacin, mainly confined to elderly subjects.
Elderly fernales had a 21% increase n G, and a 33% increase i AUC,, ,, compared to elder-
ty males. Bath results were accounted for by gender-related differences n Eody weight and are
not thought to be clinically important Dosage adjustment of TEQUIN (gatdioxacin) is not nec-
essary based on gender.

Chronic Hepatic Disease

Following a single oral 400-mg dose of gatifloxacin i healthy subjects and in subjects with
moderate hepatic impairment {Child-Pugh B classification of cirrhosts), C,,,, and AUC, ., values
for gatfloxacin were modestly igher (32% and 23% respectively). Due to the concentration-
dependent antimicrobial activity assocrated with quinolones, the modestly higher G, vaiues n
the subjects with moderate hepatic imparment are not expected to negatively impact the
outcome of TEQUIN therapy intfus population. Dosage adjustment of TEQLUIN is not necessary
in patients with moderate hepatic imparment. The effect of severe hepatic imparment on the
pharmacokinetics of TEQUIN {gatifioxacin) s unknown,

Renal insufficiency

Foliowing administration of a single oral 400-mg dose of gatifloxacin to subjects with varying
degrees of renal impairment, apparent total clearance of gatifloxacin (CI/F) was reduced and
systermic exposure {AUC) was increased commensurate with the decrease in renal function (see
Table 1). Total gatifloxacin clearance was reduced 57% in moderate renal insufficiency

{Cl,, 30-49 mL/min) and 77% in severe renal insufficiency (Cl,, <30 mL/mmn). Systemic exposure

to gatifloxacn was approximately 2 times higher i moderate renat insufficiency and approxi-
mately 4 times higher in severe renal insufficiency, compared to subjects with normat renal func-
tion, Mean C,,,, values were modestly ingreased. A reduced dosage of TEQUIN 1s recormmended
In patients with creatinine clearance <40 mb/min, mecluding patients requiring hemodialysis or
continuous ambulatory peritoneat dhatysis (CAPD) [see PRECAUTIONS: General and DOSAGE
ANO ADMINISTRATION: Impaired Renal Funationl



»

o

B0 g B g 1 L S

S it

g

SRS " ot

Lot iy ‘4,‘ SRR RS
USP and Water for injection, USF, and may contan hydrochtonc acid and/or sodiu
pH adjustment

CLINICAL PHARMACOLOGY '
Gatifloxacin 1s admnistered as a racemate, with the disposition and antibactenal actvity of the
R- and S-enantiomers virtually identical.

Absorption .

Gatifloxacin is well absorbed from the gastromtestinal tract after oral administration and can be
gven without regard to food. The absolute bioavadability of gatifioxacin is 96%. Peak plasma
concentrations of gatifloxacin usually ocour 1-2 hours after oral dosing.

The aral and intravenous routes of admiristration for TEQUIN can be considered nterchangeable,
since the pharmacokinetics of gatfioxacin after 1-hour mtravenous administration are similar to
those observed for orally administered gatifloxacin when equal doses are administered (Figure 1)
(see DOSAGE AND ADMINISTRATION)

Figure 1. Mean Plasma Concentration-Time Profiles of Gatifloxacin Following intravenous
{IV) and Oral (PO} Administration of a Single 400-mg Dose to Healthy Subjects.
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Pharmacokinetics X

The mean {SD) pharmacokinetic parameters of gatifloxacin following oral administration 1o healthy
subjects with bacterial infections and subjects with renal insufficiency are hsted n Table 1. The
mean (SD} pharmacokinetic parameters of gatifloxacin followmg intravenous admunistration to
healthy subjects are fisted in Table 2

Table t
Gatifloxacin Pharmacokinetic Parameters — Oral Administration
€oax Toad Atce ¥y ClF Gl uR
{ug/mL) ® (ngeh/mL) ) {mb/min) _{(miSmin) %)
200 wvg ~ Healthy Volunteers
$Single dose (n=12) 2004 100 14204 - 24140 - 738:109
{050,250}
400 myg ~ Healthy Vofunteers
Single dose (n=202)° 38«10 100 330<62 78213 210=44 151x46 724181
{650, 6 00)
Muitiple dose (n=18) 4213 150 34457 7106 19331 159+34 802+121
(050,400}
400 mg - Patients with tatection
Multiple dose (n=140)¢ 42+19 - 513+204 - 147 = 48 - -
400 mg — Single Dose Subjects with Renat Insuflicieacy
Ci, 50 - 89 ml/mun n=8) 4411 113 480x127 11228 148241 12438 83778
{075-200)
Ci, 30 - 49 mminin=8) S5tx18§ 0.75 749126 172%85 2217 67224 TH1«174
(0.50, 8.00)
Cl, <30 mi/min (n=8) 45+12 150 14932356 307x84 48£16 23:13 447:130
{0.50,6 00)
Hemodialysis (n=8) 47=10 150 18032344 3857=70 3Bx8 - -
{100,300
CAPD (n=8) 4713 1.75 2270+600 403+83 31:z8 - -
{0 50, 3 00}
4 Medhan (Minimum, Maxsmum)
b Single dose, AUC (0-o0}, Muttple dose AUC (0-24)
¢ n=184 for CUF, n=134 for Cl,, and n=132 for UR;
9 Based on the patient population pharmacokinetic modeling, n=103 for C,,,,
Cru MaXImMUM serum concentiation, ¥, Time 10 C,,,, AUC: frea under concentration versus tme curve, Ty,
Serum hatf-fife, CI/F Apparent total clearance, Cls. Renal clearance, UR. Unnary recavery

Patients with Bacterial Infections
The pharmacoknetics of gatifloxacin were similar between healthy volunteers and patients with
mfection, when underlying renal function was taken inta account (see Table 1).

Geratric

Following a single oral 400-mg dose of gatifioxacin in young {18-40 years) and elderly (265
years) male and female subjects, there were only modest differences in the pharmacokinetics of
gatifloxacn noted in female Subjects; elderly females had a 21% increase in C_,, and a 32%
increase in AUC,,_, compared to young females. These differences were mainily due to decreas-
ing renal function with increasing age and are not thought to be clinically important. No dosage
adjustment based on age alone is necessary for eldery subjects when admunsstering TEQUIN

Pediatric

The pharmacokinetics of gatifioxacin in pediatric populations (<18 years of age) have not been
established.

Gender

Following a single oral 400-mg dose of gatifloxacin in male and female subjects, there were only
modest differences in the pharmacokinetics of gatiffoxacin, mainly confined to eiderly subjects.
Elderly fernales had a 21% ingrease m C,,, and a 33% wncrease in AUC,, ., compared to elder-
ly males. Both results were accounted fo'r"‘gy gender-related differences in Body weight and are
not thought to be chinically important. Dosage adjustment of TEQUIN (gatifloxacmn) is not nec-
essary based on gender.

Chronic Hepatic Disease

Following a single oral 400-mg dose of gatfioxacin n healthy subjects and i subjects with
moderate hepatic impairment (Chitd-Pugh B classification of cirhosts), Co,, and AUC, ., values
for gatifioxacin were modestly higher {32% and 23% respectively). Due fo the concentration-
dependent antimicrobral activity associated with quinolones, the modestly tugher C,,, values in
the subjects with moderate hepatic impaiment are not expected to negatively impact the
outcome of TEQUIN therapy in this population. Dosage adjustment of TEQUIN 1s not necessary
in patients with moderate hepatic imparrment. The effect of severe hepatic impairment on the
pharmacokinetics of TEQUIN {gatdioxacin} 1s unknown.

Renal Insufficiency

Following administration of a single oral 400-mg dose of gatifloxacin to subjects with varying
degrees of renal imparment, apparent totat cledrance of gatifioxacin (CVF) was reduced and
systemic exposure (AUC) was increased commensurate with the decraase in renaf function (see
Table 1). Total gatiffoxacin clearance was reduced 57% in moderate renal msufficiency
(Cl,, 30-49 mL/min) and 77% in severe renal insufficiency {Cl,, <30 mL/min). Systemic exposure
to gatfloxacin was approximately 2 tunes higher in moderate renal insufficiency and approxi-
mately 4 times higher i severg ranal insufficiency, compared to subjects with normal renal func-
tion. Mean C,,,, vafues were modestly increased, A reduced dosags of TEQUIN is recommended
in patients with creatinine cledrance <40 ml/min, ncluding patients requinng hemodialysis or
continupus ambulatory peritoneal dialysis (CAPDY {see PRECAUTIONS: General and DOSAGE
AND ADMINISTRATION: impaired Renal Function].

Diabetes Mellitus
The pharmacokinetics of gatfioxacin i patients with type 2 diabstes (non-insutin-degendent
chabetes mellitus), following TEQUIN 400 mg orally for 10 days, were comparable to those n
healthy subjects.

Glucose Homeostasis
Disturbances of blood glucose, mcluding symptomatic hyper- and hypoglycemua, have been
reported with TEQUIN, usually in disbetic patients. Therefore, careful monitoring of blood glucose
ts recommended when TEQUIN-Is administered to patients with diabetes (see WARNINGS, PRE-
CAUTIONS: Information for Patients, and Drug interactions, and ANIMAL PHARMACOLOGY)

In a postmarketing study conducted in non-infected patients (n=70) with type 2 diabetes mel-
ltus controlied primarily with etther the cambination of glybunide and metformin or metformin
alone, daily administration of gatifioxacin 400 mg orally for 14 days was associated with initial
h¥poglycemia followed by hyperglycemia, Upon initiation of gatfioxacin dosing (e, first 2 days
of treatrment), there were increases in serumn insulin concentrations and. resulting decreases n
serum glucose, as compared to baseline glucose values, despite ingestion of dietary restricted
meals. In some patents, the reductions in glucose produced signs and symptoms of
hypoglycemia {asthenia, swealing, dizziness) and necessitated ac i 1 of additional
food. With continued gatifloxacin dosing {ie, from the third day of treatment and throughout the
dosing period) fasting serum ghucose concentrations were increased compared to baseline. The
serum glucose concentrations returned to baseline in most of these uninfected patients by 28
days after the cessation of gatifioxacin treatment. Single doses of insulin were administered to
three patients in this study to Correct the hyperglycemia during contnued gatfloxacin admunistration.

In two premarketing studies, no tlinically significant changes in glucose tolerance {via mea-
surement of oral giucose chailerige) and glucose homeostasis (via measurement of fasting serum
glucose, serum msulin, and c-peptide) were observed following single or multiple intravenous
infusion doses of 200 to 800 mg TEQUIN in heatthy volunteers (n=30), or 400-mg oral doses of
TEQUIN for 10 days in patients (n=16) with type 2 (non-nsulin-dependent) diabetes meliitus
controlled on diet and exercise. Compared to placebo, transient modest increases In serum
wnsufin of approximately 20-40% and decreases m glucose concentrations of approximately
30% were noted with the first dose-of intravenous or oral gatifloxacin

in another premarketing study, following admimistration of single orai 400-mg doses of
TEQUIN for 10 days in patients (n=16) with type 2 diabetes meliitus controlied with glybunide,
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decreases in serum insuli concentrations of approximately 30-40%, as compared {0 placebo,
were noted following orai giucose chatlenge; however, these decreases ware not accompansed
by statistically sx?mﬁcam changes in serum ghucose levels. In this study, modest increases in
fasting glucose {average increases of 40 mg/dl) were also noted by day 4 of continued
gatifioxacin administration, although these changes did not reach statistical signicance.

Photosensitivity Potential

In a study of the skin response to ultraviolet and visible radiation conducted in 48 healthy, male
Caucasian volunteers (12 per group), the mummum erythematous dose was measured for
ciprofloxacin (500 mg BID), lomefioxacin (400 mg QD). gatifloxacin (400 mg QD), and placebo
before and after drug administration for 7 days. In this stud'y, gatifloxagin was comparable to
placebo at all wavelengths tested and had a lower potential for producing delayed photosensi-
tivity skin reactions than crprofloxacm or lomefloxacin.

Electrocardiogram R
In premarketing studies of volunteer subjects with pre- and post-dose ECGs obtaned in
55 male volunteers receving oral or IV TEQUIN doses of 200 to B0 mg, the mean change in the
post-dose QTc inferval was <10 msec and there were no subjects with prolonged post-dose Qfc
ntervals of >450 msec, In a postmarketing study of 34 healthy male and female volunteers receiving
single oral doses of TEQUIN 400, 800, and 1200 mg and placebo, an association between
increases in post-dose QTc mterval changes from baseline and ncreases m gatifioxacin plasma
concentrations were observed. At the therapsutic dose of 400 mg, the mean change n the post-
dose QTc interval from baseline was <10 msec. There were no subjects with prolonged post-dose
Qe intervals of >450 msec for males and »470 msec for females.

In a postmarketing clinical tnal of 262 patients with resprratory tract infections receiving repeated
400-mg oral doses of TEQUIN who were studied with pre- angd post-dose ECGs, the mean change
m the post-dose QTc nterval was <10 msec following the first 400-mg dose. In another postmar-
keting study of patients, with an acute coronary syndrome ocourting within 4 weeks priar to TEQUIN
administration, pre- and post-dose ECGs were obtained in patients who were admimistered TEQUIN
400 mg orally after single (n=372) and repeated (steady state; n=36) dosing. The mean changes in
the post-dose QT interval in these patients were <10 msec after both single and repeated dosing.

There 1s limited mformation avadable on the potential for a pharmacodynamic interaction in
humans between gatifioxacin and drugs that prolong the QTc interval of an electrocardiogram
such as Class |A and Class Ill antiarrhythmucs, cisapride, erythramycin, antipsychotics, and
tricyclic antidepressants {see WARNINGS and PRECAUTIONS: Information for Patients)

Spirometry
No clinically significant changes in sprometry were observed following single or multiple
200-mg, 400-mg, 600-mg, and 800-my intravenous infusion doses of TEQUIN in healthy volunteers,

Drug-Drug Interactions
Systemic exposure to TEQUIN s increased following concomitant administration of TEQUIN and
probenecid, and 1s reduced by concomitant admirustration of TEQUIN and ferrous sulfate or
antacids contamning aluminum or magnesium safts. TEQUIN {gatifioxacin) can be administered
4 hours before the administration of dietary supplements containing zinc, magnesium, or iron
{such as multivitarmins).
Probenecid: Concomutant administration of TEQUIN {single oral 200-mg dose} with
probenecid (600 mg BID x 1 day) resulted in a 42% increase in AUC and a 44% longer half-
fife of gatifioxacin.
{ron: When TEQUIN (single oral 400-mg dose) was administered conconwtantly with fer-
rous sulfate (single oral 325-mg dose), bioavailability of gatifloxacin was reduced (54%
reduction in mean C,,,, and 35% reduction in mean AUC). Administration of TEQUIN (sin-
gle oral 400-mg dose) 2 hours after or 2 hours before ferrous sulfate (single oral 325-mg
dose) did not significantly alter the oral bioavailability of gatifloxacin (see DOSAGE AND
ADMINISTRATION).
Antacids: When TEQUIN (single oral 400-mg dose) was administered 2 hours before, concomi-
tantly, or 2 hours after an aluminum/magnesium-contaming antacid (1800 mg of aluminum oxide
and 1200 mg of magnesum hydroxide single oral dose), there was a 15%, 69%, and 47%
reduction in C,,, and a 17%, 64%, and 40% reduction in AUC of gatifioxacin, respectively An
alurminum/magnesium-containing antacid did not have a chnicafly significant effect on the
pharmacokinetics of gatifloxacin when administered 4 hours after gatffioxacin admurustration
. (single oral 400-mg dose) [see DOSAGE AND ADMINISTRATION].
B Milk, Calcium, and Calct C ining Antacids: No significant pharmacokinetic interac-
tions occur when milk or calcium carbonate is administered concomitantly with TEQUIN
! Concomitant adminstration of 200 mi. of milk or 1000 mg of calcium carbonate with
TEQUIN (200-mg gatifloxacin dose for the milk study and 400-mg gatifloxacin dose for the
calcium carbonate study) had no sigaificant effect on the pharmacokinetics of gatifioxacin.
TEQUIN can be admunistered 4 hours before the admnistration of dietary supplements
containing zing, magneswum, or iron (such as multivitamins).
Minor pharmacokinetic interactions occur foliowing concomitant adrmnistration of gatifioxacin
and digoxm; a priori dosage adjustments of esther drug are not warranted.
Digoxin: Overall, only modest increases i C,,,, and AUC of digoxin were noted (12% and
19% respectively) in 8 of 11 healthy volunteers who received concomitant admunistration of
TEQUIN (400-mg oral tablet, once daily for 7 days) and digoxin {0.25 mg orally, once daily
for 7 days). In 3 of 11 subjects, however, a significant increase in digoxin concentrations
was observed In these 3 subjects, digoxm C,,, increased by 18%, gg%, and 58% while
digoxin AUC increased by 66%, 104%, and 79%, and digoxin clearance decreased by
N 40%, 51%, and 45%. Although dose adjustments for digoxin are hot warrantad with intia-
N tion of gatifloxacin treatment, patients taking digoxmn should be monitored for signs and/or
' symptoms of toxicity, In patients who display signs and/or symptoms of digoxin intoxica-
tion, serum digoxin concentrations shouid be determined, and (igoxin dusaye should be
adyusted as appropriate. The pharmacokinetics of gatifloxacin was not altered by digoxin
No significant pharmacokinehic interactions occur when cimetidine, midazblam, theophylline,
¢ warfann, or glyburide is administered concornitantly with TEQUIN. These resuits and the data
¢ from in vitro studies suggest that gatifioxacin is unlikely to significantly aiter the metabolic clear-
. ance of drugs metabolized by CYP3A, CYP1A2, CYP2C9, CYP2C19, and CYP2D6 1soenzymes.
Cimetidine: Administration of TEQUIN (single oral dose of 200 mg) 1 hour after cimetidine
{single oral dose of 200 mg) had no significant effect on the pharmacokinetics of
gatifloxacin. These resuits suggest that absorption of gatfloxacin 1s expected to be
unaffected by H,-receptor antagonists ike cimetidine. .
Midazotam: TEQUIN admnistration had no significant effect on the systemic ciearance of
intravenous midazolam. A single intravenous dose of midazolam (0.0145 mg/kg) had no
effect on the steady-state pharmacokinetics of gatidloxacin {ance daily oral doses of 400 mg
for 5 days). These results are consistent with the lack of effect of TEQUIN in m vitro studies
with the human CYP3A4 1scenzyme.
Theophylline: Concomitant admunistration of TEQUIM (once daily oral doses of 400 mg for
5§ days) and theophylime {300 mg BID oral dose for 10 days) had no significant effect on the
pharmacokinetics of either drug These results are consistent with the lack of effect of
TEQUIN i in witro stydies with the human CYP1A2 isoenzyms,
Warfarin: Concomitant administration of TEQUIN (once daily oral doses of 400 mg for
11 days) and warfann (single oral dose of 25 mg) had no significant effect on the pharmacoki-
netics of either drug nor was the prothrombin time significantly altered. These results are
consistent with the lack of effect of TEQUIN v in vitro studies with the human CYP2C9,
CYP1A2, CYP3A4, and CYP2C19 1soenzymes (see PRECAUTIONS: Drug Interactions).
Glyburide: Pharmacodynanic changes in glucose homeostasdis were seen with concomitant
adrministration of TEQUIN (once daily oral doses of 400 mg for 10 days) and glyburide (steady-
state once datly regimen) in patients with type 2 diabetes mellitus, This was not associated
with significant effects on the pharmacokinelic disposition of either drug. These latter resuits
are consistent with the fack of effect of TEQUIN in m witro studies with the human CYP3A4
1soenzyme (see CLINICAL PHARMACOLOGY: Glucose Homeostasis and WARNINGS)

' Micrabiology

- Gatifloxacin 1s an 8-methoxyfluoroquinclone with in vitro activity aganst a wide range of
gram-negative and gram-positive microorganisms, The antibacterial action of gatifioxacin results
from inbibition of DNA gyrase and topoisomerase IV DNA gyrase is an essental enzyme that 1s

Al e S

I

Aerobic gram-negative microorganisms

Acinetobacter fwoffil

Crtrobacter freundii

Citrobacter koser

Enterobacter aerogenes

Enterobacter cloacae

Kiebsislia oxytoca

Morganella morgani

Proteus vuigans
Anaerobic microorganisms

Peptostreptococcus species

NOTE: The activity of gatfloxacin aganst Treponerna palhidum has not been evaluated; however,

other qunclones are rot active aganst Treponema pallidum (see WARNINGS).
NOTE: Extended-spectrum f-lactamase producing gram-negative microarganisms may have
reduced susceptibility to quinoiones.

Susceptibility Tests
Dilution technigues: Quantitative methods are used 1o determine antimicrobial mmmum
nhibitory concentrations (MICs). These MICs provide estimates of thie suscephibility of bacteria
to antimicrobral compounds. The MICs should be determined using a standardized procedure.
Standardized procedures are based on a diution method! (broth or agar) or equivalent with
standardized moculum concentrations and standardized concentrations of gatifloxacin powder.
The MIG values should be interpratad according to the tollowing critena:

for testing Enferobactenaceae and Staphylococcus species.

/L) interpretation

<2.0 Susceptible (S}

4.0 Intermediate (1)
>8.0 Resistant (R)

For testing Haemaphilus mfluenzae and Haemophilus paramfluenzae :

Mi Q! Interpretation

<10 Susceptible (S}

#Thes mnterp standard is only to broth microddution susceptibiity tests with Hasmophius
nfluanzae and Haemophilus parar using F Test Medium {HTMY

The current absence of data on resistant strains precludes defining any resuits other than
“Susceptible”. Strains yielding MIC resuits suggestive of a “nonsusceptible™ category should be
submutted to a reference laboratory for further testing
For testing Streptococcus pneumoniae®:

it interpretation

<10 Susceptible (5}
2.0 Intermediate (i}
24.0 Resistant (R)
For testing Streptococcus species other than Streptococcus preumonae®:
L i tation
520 Susceptible (S)
4.0 intermediate {)
28.0 Resistant (R)

 These interpretive standards are applicable only to troth microdiution susceptiotty tests using cation-
adjusted Mueller-Hinton broth with 2-5% lysed horse blood.

For testing Neissena gonorrhoeag®:
§

'l {nterpretation
<0.125 Susceptible (S)
025 Intermediate {(§)

205 Resistant R}

¢ These interpretive standards are apphcable to agar diution tests with GC agar base and 1% defined
growth supplement.

A report of “Susceptible” indicates that the pathogen is likely to be inhibited o the antimicrobial
compound m the blood reaches the concentration usugily achievabie A report of “intermediate”
indicates that the result should be consideted equivocal, and if the mucroorganism 1s not fully
susceptible to alternative, clirically feasible drugs, the test should be repeated. This category imples
possible chinical appticability n body Sites where the drug s physiologically concentrated or n
situations where high dosage of drug can be used. This category also provides a buffer zone, which
prevents small uncontrofled technical factors from causing major discrepancies in interpretation, A
report of “Resistant” indicates that the pathogen 1s not likely to be mhibited f the antmicrobial com-
pound in the blood reaches the concentration usually achievable; other therapy should be selected.

Standardized susceptibility test procedures require the use of laboratory control microorgan-
1sms to control the technical aspects-of the laboratory procedures. Standard gatifloxacin
powder should provide the following MIC vaiues.

Migroorganism MIC Bange (ug/m
Enterococcus faecalis ATCC 29212 0.12-10
Escherictia coll ATCC 25922 0.008 - 0.03
Haemopkilus influenzae ATCC 492479 0.004 — 0 03
Neisserna gonorrhoeae ATCC 49226° 0.002 - 0.016
Pseudomonas aeruginosa ATCC 27853 05-2.0
Staphylococcus aureus ATCC 29213 003-0a2

Streptococcus pneumordae ATCC 496197 g12-05
¢ This quahty control range 1s apphicable to only H mnfluenzae ATCG 49247 testad by a broth microdilu-
tion procedure using HTM?
* Tns quatity control range 1s applicable to only M. goriorrhoeae ATCC 49226 tested by an agar dilution
procedure using 3C agar base with 1% defined growth supplerment !
This quality controt range is applicable’to only S preumomiae ATCG 49619 tested by a aucrodilution
procedure using cation-adiusted Muetler-Hinton broth with 2-5% lysed horse blood.!

Diffusion techniques: Quantitative methods that require measurement of zone diameters alsp
provide reproducible estimates of the susceptibility of bacteria to antimicrobial compounds
One such standardized procedure? reguires the use of standardized inoculum concentrations
This procedure uses paper disks yupregnated with 5-ug gatifloxacm to test the susceptibifity of
microorganisms to gatiffoxacin.

Reports from the faboratory prowiding results of the standard single-disk susceptibility test
with a 5-pg gatfioxacin disk should be interpreted according to the foliowing critena:
The following zone diameter interpretive criteria should be used for testing Enterobacteriaceae
and Staphylocaccus speces’

Zane Diameter (mm)
218
15 - 17

interpretation
Susceptible (8)
Intermediate (1)
Ressstant (R}

For-testing Haemophilus influenzae and Haemophidus parainfluenzae &

Zone Diameter {mimy) Interpretation
218 Susceptible {S)

9 Ttus zone diameter standard 1s applicable only to tests with Haemophilus influenzae and Haemophilus
parainfluenzae ysing Haemophilus Test Medium (HTM) 2

The current absence of data on resistant strans precludes defining any results other than
e Ll QRTEINE 1, Gl 0D T



TEQUIN ¢an " bé administered @ RoUrs bafore The admimistration of oietary supplements

containmg zinc, magnesium, or ron (such as multivitamins).
Minor pharmacokinetic interactions occur following concomitant administration of gatifloxacin
and digoxin; a prion dosage adjustments of either drug are not.warranted.
Digoxin: Overall, only modest increases in G, and AUC of digoxin were noted {12% and
19% respectively) in 8 of 11 healthy volunteers who received concomitant adminstration of
TEQUIN (400-mg oral tablet, once daily for 7 days) and digoxin (0.25 mg orally, once daily
for 7 days). In 3 of 11 subjects, however, a sigmficant increase in digoxin concenirations
was observed. In thiese 3 subjects, digoxin C,,, Increased by 18%, 29%, and 58% while
| digoxin AUC increased by 66%, 104%, and 79%, and digoxin clearance decreased by
) 40%, 51%, and 45%. Although dose adjustments for digoxin are not warranted with inttia-
] tion of gatifloxacin treatment, patients taking digoxin should be momtored for signs and/or
symptoms of toxicity. In patients who display signs and/or symptoms of digoxin intoxica-
H tlon, serum digoxin concentrations should be determined, and digexin dosage should e
: adjusted as appropriate. The pharmacokinetics of gatifloxacin was not altered by digoxin.
s No significant pharmacokinetic interactions occur when cimefidine, midazolam, theophyliine,
warfarin, or glybunide 1s administered concomitantly with TEQUIN. These results and the data
from in vitro studies suggest that %atuﬂoxacin 1s unlikely to significantly alter the metabokc clear-
# ance of drugs metabalized by CYP3A, CYP1A2, CYP2C9, CYP2C19, and CYP2D6 isoenzymes
§ Cimetidine: Admmistration of TEQUIN (single oral dose af 200 mg) 1 hour after cimetidine
M {single oral dose of 200 mg) had no significant effect on the pharmacokinetics of
xﬂ gatifloxacin. These results suggest that absorption of gatifioxacin is expected to be

unaffected by H,-feceptor antagonists like cimetidine.

Midazolam: TEQUIN administration had no significant effect on the systemc clearance of
intravenous midazolam. A single intravenous dose of midazolam (0.0145 mg/kg) had no
effect on the steady-state pharmacokinetics of gatfloxacin (6nce datly oral doses of 400 mg
for § days). These results are consistent with the lack of effect of TEQUIN in in vitro studies
with the human CYP3A4 iscenzyme.

Theophyline: Concomitant administration of TEQUIN (once daily oral doses of 400 mg for
5 days) and theophyliine (300 mg BID oral dose for 10 days) had no significant effect on the
pharmacokinetics of either drug. These results are consistent with the lack of effect of
TEQUIN n in witro studies with the human CYP1AZ2 1soenzyme.

Warfarin: Concomitant admuinistration of TEQUIN (once daily oral doses of 400 mg for
11 days) and warfann (single oral dose of 26 mg) had no significant effect on the pharmacolie-
netics of either drug nor was the prothrombin time significantly altered. These results are
consistent with the lack of effect of TEQUIN in i vitro studies with the human CYP2C9,
CYP1A2, CYP3A4, and CYP2C19 isoenzymes (see PRECAUTIONS: Drug interactions).
Giyburide: Pharmacodynamic changes in glucose homeostasis were seen with concomdant
administration of TEQUIN (once daily oral doses of 400 mg for 10 days) and giyburide (steady-
state once daily regimen) in patients with type 2 diabetes mellitus. This was not-associated
with significant effects on the pharmacokinetic disposition of sither drug. These latter resuits
are consistent with the lack of effect of TEQUIN n in vitro studies with the human CYP3A4
isoenzyme (see CLINICAL PHARMACOLOGY: Glucose Homeostasis and WARNINGS).

Microbiotogy

Gatfloxacin s an 8-methoxyfluoroquinolone with in vitro activity against a wide range of
gram-negative and gram-positive microorganisms. The antibacterial action of gatifloxacin results
from inhibition of DNA gyrase and topoisomerase IV, DNA gyrase is an essential enzyme that is
mvolved in the replication, transcription, and reparr of bacteral DNA. Topoisomerase IV is an
enzyme known to play a key role in the partitioning of the chromosomal DNA dunng bacterial cell
division. It appears that the C-8-methoxy moiety contributes to enhanced actwity and lower
selection of resistant mutants of gram-positive bacteria compared to the non-methoxy C-8 moiety.

The mechanism of action of fluoroquinolones including gatifloxacin is different from that of
1 peniciflins, cephalosporins, aminoglycosides, macrolides, and tetracyclines. Therefore, fluoro-
quinclones may be active agamst pathogens that are resistant to these antibiotics. There is no
cross-resistance between gatifloxacin and the mentioned classes of antibictics.

From in witro synergy tests, gatifloxacin, as with other fluoroquinoiones, is antagonistic with
rifampin against enterococct.

Resistance to gatifloxacin i vifro develops slowly via multiple-step mutations Resistance to
gatifoxacin in vitro occurs at a general frequency of between 1 x 1077 to 1070, Athough cross-
resistance has been observed between gatifioxacin and some other fiuoroguinolones, some
. mucroorganisms resistant to other fluoroquinolones may be susceptible to gatifioxacin.

5 Gatifloxacin has been shown to be active against most strains of the following microorganisms,
; bothan vitro and m clinical infections as descnbed in the INDICATIONS AND USAGE section-
1 Aerobic gram-positive microorganisms
© Staphylococcus aureus (methicillin-susceptible strams only}
Streptococcus pneumoniae {penvicillin-susceptible strains)
Streptococcus pyogenes
i Aerobic gram-negative microorganisms

Escherichia coli

Haemophilus influenzae

Haemophilus parainfiuenzae

Kletisiella pneumontae

Moraxefla catarrhalis

Neissena gonorrhoeae

Proteus mirabilis
Other microorganisms

Chiamydia preumoniae

Legionelfa preumophila

Mycoplasma preumoniae

The following m vitro data are available, but their clinical siguifi own.

Gatifloxacin_exhibits in vitro runimum inhibitory concentrations  (MICs) of <2 pg/mb
{1 pg/mL for Streptococcus pneumoniae) against most (280%) strains of the following microor-
ganisms; However, the safety and effectiveness of gatifioxacin in tréating clinical infections due to
these microorganisms have not been established n adequate and well-controlted clinical trials,
Aerobic gram-positive microorganisms

Staphylococcus epidermidhs {(methicdlin-susceptible strains only)

Staphylococcus saprophyticus

Streptococcus (Group C/G/F)

Streptococcus agalactiae

Streptococcus pneumoniae {pemcillin-resistant strans)

Streptococcus vindans group
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“SURCeptibie 10 alternative, cimically feasibie drugs, the test should be repeated. This category implies
possible clinical applicabilty in body sites where the drug is physiologically concentrated or in
situations where high dosage of drug can be used. This category also provides a buffer zone, which
prevents smalf uncontrolied techrucat factors from causing major discrepancies in nterpretation. A
report of “Resistant” indicates that the pathogen s not likely to be mhibited i the antimicrobial com-
pound n the blood reaches the contentration usually achievable; other therapy should be selected.

Standardized susceptibility test propedures require the use of laboratory control microorgan-
isms to control the techmcal aspecis of the laboratory procedures. Standard gatifloxacin
powder should provide the following MIC values:

Microorganism MIC Range (ug/mi)
Enterococcus fagcalis AYCC 29212 0.12- 1.0
Escherichia coli ATCC 25922 0008 0,03
Haomophilus influcrnias ATCC 402479 0.004 - 0.03
Neissena gonorrhogae ATCC 4922862 0.002 -~ 0.016
Pseudomonas aeruginosa ATCC 27853 05~20
Staphylococcus aurgus ATCC 29213 0.03-0.12
Streptococcus pneumoniae ATCC 49619° 0.12 ~0.5

@ This quality control range 1s apphicable to only H influenzae ATCC 49247 tested by a broth microdiu-
tion procedure using HTM *

#This qualty control range Is apphicable 1o only M. gonorrhoeae ATCC 48226 tested by an agar dilutan
procedure using GC agar base with 1% defined growth supplernent !

f This quality control range 15 af to only S p ATCC 49619 tested by a mucroditution

procetiure using cation-adustes Muslist-Finion broth with 2-5% lysed horse blood.*

Diffusion techniques® Quantitative methods that require measurement of zone diameters also
provide reproducible estimates of the susceptibility of bacteria to antimicrobial compounds.
One such standardized procedure® reduires the use of standardized inoculum concentrations.
This procedure uses paper disks impregnated with 5-ug gatifloxacin to test the susceptibility of
microorganisms to gatifioxacin.

Reports from the laboratory providing resuits of the standard single-disk susceptibility test
with a 5-ug gatiffoxacin disk should be interpreted according to the following enteria:
The following zone diameter interpretive critenia should be used for testing Enterobacteriaceae
and Staphylococcus species:

Zone Dameter (mm) Interpretation

218 Susceptible (S}

15~ 17 intermediate (1)
<14 Resistant (R}

For testing Haemophilus influenzae and Haemophius parainfluenzae ¢.

Zone Diameter (mm) |oterpretation

218 Susceptible (S)

9 This zone diameter standard is applicable only 1o tests with H: o and A: p
i using M phitus Test Med TV 2

The current absence of data on resistant strains precludes defining any results other than
“Susceptible”. Strains yielding MIC results suggestive of a “nonsusceptible’ category should be
submitted to a reference laboratory for further testing.

For testing Streptoceccus pneumoniae b

ng Diameter Interpretation
221 Susceptible (S)
18-20 intermedhate (I
<17 Resistant (R}
For testing Streptococcus species ather than Strepfococeus pneumoriae
Zone Diameter (mm) [ tion
=18 Susceptible {S)
15 -17 intermediate {i)
£14 Resistant {R)

"These zone diameter standards only apply to tests performed using Mueller-Hinton agar supplemented
with 5% sheep blood incubated in 5% GO, 2

For testing Neisseria gonorrhoeae':

Zone Diameter (mm} rpretation
=38 Susceptible (S}
34 -37 intermediate ({)

<33 Resistant (R}

' These interpretive standards are apphicable to disk diffusion tests with GC agar base and 1% definad
growth supplement incubated m 5% CO,.

Interpretation should be as stated abave for resuits using dilution techniques. Interpretation
Involves cormetation of the diameter obtained in the disk test with the MIC for gatifloxacm.?

As with standardized ditution techniques, methods require the use of laboratory controf
microorganisms that are used to control the technicai aspects of the faboratory procedures. For
the diffuston technique, the 5-ug gatifloxacin disk should provide the following zone diameters
in these laboratory quality control strains:

Migroor:

Migroorganism Zone Diameter Range (mm}
Escherichia coft ATCC 25922

30-37
Haemophilus influenzae ATGC 492471 33-41
Nersseria gonorrhioeae ATCC 49226% 45-56
Pseudomonas aeruginosa ATCC 27853 20-28
Staphylococcus aureus ATCC 25923 27-33

Streptococcus pneumoniae ATCC 49619! 24-31
1 This quality controf range apphies to tests conducted with Haemophius influenzae ATCC 49247 using
Haemophitus Test Medm (HTMZ.
This qualty control range s applicable only to tests conducted with N, gonorriiosae ATCC 49226 per-
formed by disk diffusion using GC agar base and 1% defined growth supplement?
! This quality control range 1s appficable anly to tests conducted with § prsumorniae ATCC 49619 per-
formed by disk diffusion using Mueller-Hintor’agar supplemanted with 5% defibrinated sheep bilood



INDICATIONS AND USAGE

TEQUIN {gatifloxacin) 1s ndicated for the treatment of infections due to susceptible straing of the
designated microorganisms in the conditions listed below (see DOSAGE AND ADMINISTRATION).
Acute bacterial exacerbation of chronic bronchitis due to Streptococcus pneumoniae,
Haemophilus influenzae, Haemophilus paranfiuenzae, Moraxella catarrhalis, or Staphylococcus aureus.
Acute sinusitis d(_:e to Streptococcus preumoniae or Haemophilus influenzag.

C ty-acquired g Nia due to Streptococcus pheurnoniae, Haemophilus influenzag,
Haemophilus parainfluenzae, Moraxefia catarrhalis, Staphylococcus aureus, Mycoplasima
prieumoniae, Chlamydia pneumoniae, or Legionelia pneumophifa.

Uncomplicated skin and skin structure infections {ie, simple abscesses, furuncles, folliculitis,

wound infections, and celulitis) dus to Staphylococcus aureus {methicillin-susceptible strains

only) or Streptococcus pyagenes.
NOTE: An insufficient number of patients with the diagnosis of impetiginous lesions were
avajlable for evaluation.

Uncomplicated urinary tract infections {cystitis) due to Escherichia col, Klebstella preumonae,

or Proteus murabilis. .

g?&p,l_icated urinary tract infections due to Eschenchia cofi, Kiebsiglta pneumoniae, or Proteus

ilis.

Pyelonephritis due to Escherichia colt

Uncomp_l_lcatac.l urethral and cervical gonorrhea due to Nerssena gonorrhoeae. Acute,

ur plic rectal infe in women due to Neissera gonorrhoeae (see WARNINGS).
Appropriate culture and susceptibility tests should be performed before treatment n order to

1solate and rdentfy organisms causing infection and to determine therr susceptibility to gatifioxacn.

Therapy with TEQUIN may be itated before results of these fests are known; once results

become avaiable, appropriate therapy should be continued

CONTRAINDICATIONS

. TEQUIN 1s Contraindicated in persons with a fustory of hypersensitivity to gatifloxacin or any
. member of the quinolone class of antimicrobiai agents.

WARNINGS
‘T Al AT -
ESCEN] LESS AN '18_YEARS O , '; GNANT WOMEN, AND LACTATINCG
[see PRECAUTIONS: Pediatric Use, Pragnan
2and Nursing Mothers).  rregnane,
Prolongation of the Q¢ Interval

GATIFLOXACIN HAS THE POTENTIAL TO PROLONG THE QTc INTERVAL OF THE ELEC-
TROCARDIOGRAM IN SOME PATIENTS. DUE TO THE LACK OF CLINICAL EXPERIENCE IN
PATIENTS WITH KNOWN PROLONGATION OF THE QTc INTERVAL, PATIENTS wWITH
UNCORRECTED HYPOKALEMIA, AND PATIENTS RECEIVING CLASS IA (EG, QUINIDINE,
PROCAINAMIDE) OR CLASS #il {EG, AMIODARONE, SOTALOL) ANTIARRHYTHMIC
AGENTS, GATIFLOXACIN SHOULD BE AVOIDED tN THESE PATIENT POPULATIONS.,

~ Pharmacokinetic and pharmacodynamic studies between gatifioxacin and drugs that prolong
the Qfc intervat such as cisapnde, erythromycia, antipsychatics, and trieyclic ‘antidepressants
have not been performed. Gatfloxacin should be used with caution when' given concurrently
with these drugs, as wefl as in patients-with ongoing proarrhythmic conditions, such as climcalty

» significant bradycardia or acute myocardial ischemia.

The magmitude of QTc prolengation increases with increasing concentrations of the drug, there-
fore, the recommended dose and the recommended intravenous infusion rate should not be
exceaded (see DOSAGE AND ADMINISTRATION for dosing recommendations for patieris with or
without renal impaitment). QTo prolongation may lead to an increased risk for ventricuar arrhythmias
including torsades de pointes (see CLINICAL PHARMACOLOGY: Electrocardiogram).

No cardiovascutar morbidity or mortality attnbutable to Qe prolongation has occurred in over
44,000 patients treated with gatifioxacin in cfinical triais; these mclude 118 patients concurrently
recerving drugs kKnown te pralong the Q¢ interval and 189 patients known 1o have uncorrected
hypokalemia (ECG monitoring was not performed). During postmarketing surveillancs, rare cases
of torsades de pointes have been reported in. patients” taking gatifioxacin. These cases have
accurred primarily m elderly patients with underlying medical problems for which they were

, receiving concomitant medications known to prolong the QTc interval; the contributon, if any, of
» gatifloxacin to the development of torsades de pointes in these patents s unknown.

Disturbances in Blood Glucose
Distubances of blood glucose, including symptomatic hyper- and hypoglycemia, have been
reported with TEQUIN, usually in diabetic patients. Therefore, careful momtoring of blood glucose
13 recommended when TEQUIN 1s administered to patients with diabetes (see CLINICAL
PHARMACOLOGY, PRECAUTIONS: Information for Patients and Drug iInteractions, and
ANIMAL PHARMACOLOGY).
Studies conducted in non-infected patients with type' 2 diabetes meliitus controlied on oral hypo-
glycemic agents have demonstrated that TEQUIN (gatifloxacin) is associated with disturbances in
. glucose homeostasis including an increase in serum insufin and decrease in serum glucose usually
following administration of initial doses (e, first 2 days of treatment), and sometimes associated
with symptomatic hypoglycemia, Increases in fastng serum glucose were also observed, usually
" after the third day of TEQUIN administration, continuing throughout the duration of treatment, and
returning to baseline by 28 days after the cessatign of gatiﬂoxacfm trgatmzngn ,,';,"Osr pa‘ﬁ?m:s'
§ i ., serioys. rBRneas Ml irnes
o e B e LRI pneheamic Lo v dome easel iy
 have been reported in patients with diabetes mellitus treated with either sulfonylurea or non-
" sulfonylurea crat hypoglycermic medications. These events frequently cccurred on the first (;jay
' of therapy and usually wittun 3 days fallowing the mltia'uon of ﬁE?ngﬂh;:;/gz;%yec:ﬁtg frg:uwgz
1 some cases severe and assocated with hyperosmolar non-retoti lycem AL
i i 2 4 and 10 days following the initiation o
reported in diabetic patients, most!y hetween ; O Ry oo Ve thraatanng and many
therapy. Same of the hyperglycemic and hypogiycermit n A aad,
i i ts were reversible when appropriately manag
. required hospitalzation, although these events w e seing concomitant
these patients had other underlying medical problems an e
' ng‘i{cg:jor:wessthgt rlnay have contributed to the glucose abnormal;ty. E&z%ctl'reesd ofirt\yg:;%ggrv;‘xgi
" hyperosmolar non-ketotic hyperglyceruc coma, aiso € ot
?rg\%gz‘gy d\a/:gncsed with diabetes me!\i(\;s. Eldegy ‘pgnentse (\;2; rggb:\;\rt‘: u:nrg?grggges a&;‘ag
-related decrease in renat function, underlying m ms, and K
1 gg;?;so‘r:i%:n; medications associated with hyperglycemia may be at particular risk for serious
' v
RS oo TECUI s e et b o dring L egten 620 B04SS
AND ADMINISTRATION), When TEQUIN 15 ysed in di o O anpecilly
i i f hypoglycemia should be monitored, h
closely monitored. Signs and symptoms © O of hyperglycemia should be moni-
during the first 3 days of therapy, and signs an s¥ ph ity with continued
tored in drabetics and patients who may be at nisk for hyperglycems O comi or hypor-
ith TEQUIN beyond 3 days. If signs and symptoms of either hypogiy Ty
tgfﬁl%t;nr:i:towc‘cur n any patiént being treated with TEQUIN, appropnate therapy must be irutiated
immediately and TEQUIN should be discontinued

géh ;ti’th other members of the quinolone class, gatifloxacin has caused arthropathy and/or

f
chondradysplasia tn immature dogs. The relevance of these fincings 1o the climical use O
' gatifloxacin is unknown (see ANIMAL PHABMACOLOGY). have been reported in patients
Convulsions, increased intracranial pre‘ssure.u:gdcgrs%lrc;?c;‘seva oz\éesystem RN stamdation,
receving quinciones Quinoiones may aiso ca o oo aranon,
i lightheadedness, confusion, hallucinations,
which may lead to tremors, restlessness, tg e, frst doge. If
i i res, and insormma. These reactions may OCEUC i0i t
?:&r:s:gg{mnr:gh;?caur in patients receiving gatifloxacin, the drug should be discontinued and
appropriate measures instituted (see AOVERSE REACTIONS). tionts with Kiown of
Rs with other quinalones, TEQUIN should be used with caution i pa s
suspected CNS disorders, such as severe cerebral atherosclerosis, eptlepsy, al
seizures i )
e Secssira ol ety i el e T
i ts recening therapy with qui 3 e
;ﬁgﬁige;ﬂ ggaeen;actuons ?\ave bggn accompanied by cardiovasculat coflapse, hypotension.

e, la oal, throat,
shook, seizure, loss of consciousness, tnging, angioedema fnoluding oN9u% FYETE., .l
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. have been reported in patienis with diabetes meliitus treated with either suffonylurea or non-
+ sulfonylurea oral hypoglycemic medications. These events frequently occurred on the first day

of therapy and usually within 3 days following the inttiation of TEQUIN. Hyperglycemic episodes,
In some cases severe ar}d assaciated with hyperosmotar non-ketotic hyperglycemic coma, were
reported in diabetic patients, mostly between 4 and 10 days following the initiation of TEQUIN

) therapy. Some of the hyperglycemic and hypoglycemic events were life-threatening and many
. fequired hospitalization, although these events were reversible when appropriately managed.

Many of these patients had other underlying medical problems and were recewving concomitant

- medicatians that may have contributed to the glucose abnormality. Episodes of hyperglycemia,

including hyperosmolar non-ketotic hyperglycemic coma, also occurred in patients not
previously diagnosed with diabetes mellitus. Elderly patients who may have unrecognized dia-
betes, age-related decrease in renal function, underlying medical problems, and/or are talang
concomitant medications associated with hyperglycemia may be at particular risk for serious
hyperglycenva.

The dose of TEQUIN should be adjusted based on underlying renal function {see DOSAGE
AND ADMINISTRATION). When TEQUIN is used in diabetic patients, bjood glucose should be
closely monitored. Signs and symptoms of hypoglycemia should be monitored, especialty

, during the first 3 days of therapy, and signs and symptoms of hyperglycema should be moni-
' tored in diabetics and patients who may be at risk for hyperglycermia, espeaally with continued

treatment with TEQUIN ‘heyond 3 days. 1 signs and symptoms of either hypoglycemia or hyper-
glycemia occur in any patient being treated with TEQUIN, appropriate therapy must be initiated
immediately and TEQUIN should be discontinued. ‘

Qther
As with other members of the quinolone class, gatifioxacin has caused arthropathy and/or
chondrodysplasia in immature dogs, The relevance of these findings to the chnical use of
gatifloxacin is unknown (see ANIMAL PHARMACOLOGY).

Convulsions, increased intracramal pressure, and psychosis have baen reported in patients
receiving quinolones. Quinolones may also cause central nervous system (CNS) stimulation,

* which may lead to tremors, restlessness, lightheadeadness, confusion, hallucmations, paranoa,

depression, rightmares, and insomnia. These reactions may occur following the first dose. If
these reactions occur in patients recewing gatifloxacin, the drug should be discontinued and
appropriate measures Instituted (see ADVERSE REACTIONS).

As with other quinolones, TEQUIN shouid be used with caution in patients with known or
suspected CNS disorders, such as severe cerebral atherosclerosis, epilepsy, and other factors
that predispose to seizures.

Serous and occasionally fatal hypersensitivity and/or anaphylactic reactions have been
reported in patients receving therapy with quinoiones These reactions may occur following the
first dose. Some reactions have been accomparied by cardiovascular coltapse, hypotension/
shock, seizure, loss of consciousness, tingling, angioedema (including tongue, laryngeal, throat,
or facial edema/swelling), airway obstruction {including bronchospasm, shortness of breath, and
acute respiratory distress), dyspnea, urticaria, itching, and other serious skin reactions.

TEQUIN should be discontinued at the first appearance of a skin rash or any other sign of

. hypersensitivity Serious acute hypersensitivity reactions may require treatment with epnephrine

and other resuscitative’ measures, including oxygen, intravenous fluds, antihistamines, cortico-
steroids, pressor amnes, and airway management, as chinically indicated (see PRECAUTIONS).
Serous and sometimes fatal events, some due 1 hygegstensirmg]!y and 51'?:28 due totsuncertim
etiology, have been reported in patients recewving antibacterial therapy These events may be
severgénd generally ogcur fonow?:g the admmistration of multiple doses. Clinical manifestations
may clude one or mare of the following: fever, rash or severe dermatologic reactions (eg, toxu%
epidermal necrolysis, Stevens-Johnson syndrome); vasculitis, arthralgia, myalgia, serum sickness;
allergic prieumonitis, interstitial nephritis; acute renal insufficiency or failure; hepatitis, jaundice,
acute hepatic necrosis or faiure; anemia, ncluding hemolytic and aplastic, tt]rambocytopenga{
including thrombotic thrombocytopenic purpura; teukopenia: agranulocytasis; pancytopenia;
ther hemnatologic abnormalities. i
ang/so;uodomembrangas colict,is has been reported with nearly all aqﬁbactgn_al ageuts,
including TEQUIN, and may range in severity from mild to life-threatening. It is important,
therefore, to consider this diagnosis in patietnts who present with diarrhea subsequent to
e administration of any antibacterial agent.
b Treatment with antxbast‘{anal agents alters the flora of the colon and may permit overgrowth of
clostridia. Studies mdicate that a toxin produced by Clostridwm difficile 1s the pnmary cause of
“antibiotic-associated-colitis.”

a?\‘;t%s the dmgngss of pseudomembranous colitis has been established, therapeulic measures
should be initiated Mild cases of pseudomembranous colitis usually respond to drug discontinuation
alone. In moderate to severe cases, consideration should be given 10 mganagement with fluds a
electrolytes, proten supplementation, and treatment with an antibacterial drug chinically effectve

i e colitis.

aggaaﬁeg'@ciﬁe shoulder, hand, and Achilles tendons that required surgical repair o resulted
in prolonged disability have been reported in patients receiving quinolanes. TEQUIN should be
discontinued If the patient expernences pamn, inflammation, or rupture ’of a tendon. Patients
should rest and refrain from exercise untit the diagnosis of tendonitis or tendon rupture has been
confidently excluded. Tendon rupture can occur dunng or after therapy with-quinalones.

Gatfloxacin has not been shown to be effective in the treatment of syphilis. Antimicrobial
agents used in high doses for shott periods of time to treat gonorrhea may mask or defay tfhe
symptoms of incubating syphiis. All patients with genorrhea should have a serologic test for
syphits at the time of diagnos:s.
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PRECAUTIONS

General

Quinciones may cause central nervous system {CNS) eventsincluding nervousness, agitation,
insomnia, anxiety, nightmares, or paranoia {see WARNINGS and PRECAUTIONS: Information
for Patients). 5

Administer gatifloxacin with caution in the presence of renal msufficiency. Careful climcal
observation and appropriate laboratary studies should be performed prior to dnd during therapy
since elmination of gatffoxacin may be reduced. In patients with impaired renal function
(creatinine clearance <46 mL/min), adjustment of the dosage regimen is necessary to avoid the
accumulation of gatfioxacin due to decreased clearance (see CLINICAL PHARMACOLOGY
and DOSAGE AND ADMINISTRATION).

Because a hypotonic solution results, Water for Injection shoutd not be used as a diluent
when preparing a 2 mg/mb solution from the concentrated solution of gatifioxacin (10 sg/mt}
(see DOSAGE AND ADMINISTRATION).

Disturbances of biood glucose homeostasis have been reported during the postmarketing
period (see CLINICAL PHARMACOLOGY, WARNINGS, and ANIMAL PHARMACOLOGY).

Information for Patients (See Patient lnformation section.)
To assure safe and effective use of TEQUIN, the following information and mstructions should
be communicated to the patient when appropriate

Patients shouid be advised:

« that TEQUIN may produce changes i the electrocardiogram (QTc mterval prolongation);

» that TEQUIN should be avoided 1n patients receiving Class IA {(eg, quinidine, procainamide)
or Class ll (eg, amiodarone, sotalol) antiarrhythmic agents;

« that TEQUIN should be used with caution In patients receiving drugs that may effect the QTc
mnterval such as cisapnde, erythromycin, antipsychotics, and tricychc antidepressants;

* 10 inform their physician of any personal or famly history of QTc prolongation or proarrhythmic
condttions such as recent hypokalemia, significant bradycardia, or recent myocarchal ischemia,

« that disturbances of blood giucose, including symptomatic hyper- and hypoglycenua, have
been reported with TEQUIN, usually in diabetic patients or i patients at nsk for hyper-
glycermia. if a hypoglycemic reaction or symptoms of hyperglycemia occur, patients should
initiate appropriate therapy immediately, discontinue TEQUIN, and contact thew physician
(see CLINICAL PHARMACOLOGY and WARNINGS);

o to inform their physician of any other medications when taken concurrently with TEQUIN,
including over-the-counter medications;

o gcé 38?;’3& their physician if they experience palpitations or fainting spelis while taking

« that TEQUIN Tablets may be taken with or without meals;

« that TEQUIN Tablets should be taken 4 hours before any aluminum- or magnesium-based
antacids {see PRECAUTIONS: Drug Interactions); .

© that TEQUIN Tablets should be taken at least 4 hours before the admimstration of ferrous
sulfate or distary supplements containing zinc, magnesium, or tron (such as muitivitamins)
(see PRECAUTIONS: Drug Interactions);

o that TEQUIN should be taken 4 hours before VIDEX® (didanosine) buffered tablets, buffered
solution, or buffered powder for oral suspension;

« that TEQUIN may be associated with hypersensttivity reactions, even following the first
dose, and to discontinue the drug at the first sign of a skin rash, hives or other skin
reactions, difficuity m swallowing or breathing, any swelling suggesting angicedema (eg,
swelling of the lips, tongue, face, tightness of the throat, hoarseness), or other symptoms
of an allergic reaction (see WARNINGS and ADVERSE REACTIONS);

» to discontinue treatrmnent; rest and refrain from exercise; and inform thewr physician if they
experience pain, inflammation, or rupture of a tendon;

« that TEQUIN may cause dizziness and lightheadedness; therefore, patients should know
how they react t0 this drug before they operate an automobile or machinery or engage in
activities requiring mentat alertness or coordination;

s that phototoxicity has been reported in patients receiving certam quinolones. There was no
phototoxicity seen with TEQUIN at the recommended dose. In kesping with good medical
practice, avoid excessive sunhght or artificial ultraviotet light (eg, tanning beds). i sunburn-
tike reaction or skin eruptions occur, contact their physician (see CLINICAL PHARMA-
COLOGY: Ph itivity Potential) ) ,

= that convulsions have been reporied in patients recewing quinalones, and they should
notify their physician before taking this drug if there is a'history of this condition.

Druyg Interactions

TEQUIN (gatifioxacin) can be taken 4 hours before ferrous sulfate, dietary supplements contain-
ng zinc, magnesium, or iron {such as muttivitamins), or aIuminum/ma%esium—contaming antacids
without any significant pharmacokinetic interactions {ses CLINICAL PHARMACOLOGY).

Miik, calci carb t imetidi theophyiline, warfarin, or midazolam: Ne significant
interactions have been observed when administered concomitantly with TEQUIN. No dosage
adjustments are necessary when these drugs are adnunistered concomitantly with TEQUIN (see
CLINICAL PHARMACOQLOGY).

Antidiabetic Agents: Pharmacodynamic changes in glucose homeostasis have been seen with
concomitant glyburide use. However, no significant pharmacokinetic interactions have been
observed when glyburide was administered concomitantly with TEQUIN (see GLINICAL PHAR-
MACOLOGY: Glucose Homeostasis and WARNINGS).

Digoxin: Concomitant administration of TEQUIN and digoxin did not produce significant alteration
of the pharmacokmetics of gatifloxacin; however, an increase In digoxin concentrations was

observed for 3 of 11 subjects. Patients taking digoxin should therefors be monitored for signs and/or

symptoms of toxicity. In patients who display signs and/or symptoms of digoxin intoxication, serum
digoxin concentrations ‘at)?uld boe determined, and digoxin dosage should be adjusted as appropriate
18T OO LOTY).

(i DRl I AL YY)
Probenecid: The systemic exposure of TEQUIN is significantly increased following the
concomitant administration of TEQUIN and probenecid (see CLINICAL - PHARMACOLOGY)
Warfarin: In subjects recelving warfann, no significant change in clotting time was observed when
gatiffoxacin was coadministered. However, because some quinclones have been reported to enhance
the effects of warfarin or its derivatives, prothrombin time or other suitable anticoagufation test should
be monitored closely if a quinolone antimicrobral 1s administered with warfann or #s denvatives,
steroidal anti-inft y drugs (NSAIDS): Althoughy not observed with gatifioxacin in
preclinical and clirucal trials, the concomitant administration of honsteroidal anti-inflammatory drugs
with a quinolone may increase the risks of CNS stimuiation and convuisions {see WARNINGS).

Laboratory Test interactions
Thare are no reported laboratory test interactions.

Carcinog is, Mut: Impairment of Fertility

BBC3F1 mice given gatifioxacin in the diet for 18 months at doses with an average intake of up
to 81 mg/kg/day in males and 90 mg/kg/day n females showed no increases in neopfasms.
These doses are approximately 0 13 and 0.18 times the maximum recommended human dose
based upon daily systemic exposure {AUC).

In a 2-year dietary carcinogenicity study in Fischer 344 rats, no increases in neoplasms were
seen n males given doses up to 47 mg/kg/day and females given up to 139 mg/kg/day. These
doses are approximately 0 36 (males) and 0 81 {females} times the maximum recommended
human dose based upon daily systemic exposure. A stabistically significant increase in the
ncidence of farge granular lymphocyte (LGL) leukenia was seen in males treated with a high
dose of 100 mg/kg/day {approximately 0.74 times the maximum recommended human dose
based upon daily systemic exposure) versus controls. Although Fischer 344 rats have a high
spontanecus background rate of LGL leukemia, the incidence in high-dose males slightly
exceeded the historical control range established for this strain. The findings in high-dose males
are not considered a concern with regard to the safe use of gatifloxacin in humans

In genetic toxicity tests, gatifloxacin was not mutagenic in several strains of bacteria used in
the Ames test; however, it was mutagenic to Salmonefia strain TA102. Gatifloxacin was negative
n four in vivo assays that inciuded oraf and intravenous micronucleus tests in mice, an oral
cytogenetics test in rats, and an oral DNA reparr test in rats. Gatifloxacin was positive i in vitro
gene-mutation assays in Chunese hamster V-79 cells and i wiro cytogenetics assays in Chinese
hamster CHL/IU cells. These findings were not unexpected:; similar findings have been seen with
other quinclones and may be due to the inhibrtory effects of high cancentrations on eukaryotic
type  DNA topoisomerase.

There were no adverse effects on fertility or reproduction in rats given gatifloxacin orally at
doses up to 200 mg/kg/day (approximately eguivatent to the maximum hurnan dose based on
systemic exposure {AUC]).

Pregnancy: Category C .

There were no teratogenic effects observed in rats or rabbits at oral gatifloxacin doses up to
150 or 50 mg/kg, respectively (approximately 0.7 and 1.9 times the maximum human dase
based on systernic exposure). However, skeletal malformations were abserved in fstuses from
rats given 200 mg/kg/day orally or 60 mg/kg/day intravenously during organogenesis.
l_)evelopmenta! de!a.ys. n skeletat ossHication, inclucing wavy nbs, were observed in fetuses

ADVERSE REACTIONS
Over 5000 patients have been treated with gahfioxacin in single- and muitiple-dose chinical
efficacy trials worldwide.

in gatifloxacin studies, the majority of adverse reactions were described as mild in nature
Gatifloxacin was discontinued for adverse events thought related 1o drug in 2.7% of pahents.

Drug-refated adverse events, ¢lassified as possibly, probably, or definitely related with a
frequency of 23% i patients receiving gatifloxacin in single- and muitiple-dose clinicat trials are
as follows' nausea 8%, vaginitis 6%, diarrhea 4%, headache 3%, dizziness 3%.

in patients who were treated with either intravenous gatifloxactn or with intravenous followed
by oral therapy, the incidence of adverse events was similar to those who received oraf therapy
alone. Local injection site reactions {redness at injection site) were noted in 5% of patents.

Additional drug-related adverse events (possibly, probably, or definitely related) considered
chncally retevant that occurred in 20.1% to <3% of patients receiving gatifioxacin in single- and
muitiple-dose clinical trials are as follows:

Body as a Whole: allergic reaction, asthenia, back pamn, chest pain, chdls, face edema, fever

Cardiovascular System: hypertension, palpitation

Digestive System: abdomtnal pain, anorexia, constipation, dyspepsia, flatulence, gastritis,

glossitis, mouth ulcer, oral menitiasis, stomatitis, vomiting

Metabohc/Nutntional System: hyperglycenua, penipheral edema, thirst

Musculoskeletal System: arthralgia, leg cramp

Nervous System® abnormal dream, agitation, anxety, confusion, insomnia, nervousness,

paresthesia, sominolence, tremor, vasodilatation, vertigo

Respiratory System: dyspoea, pharyngitis

Skin/Appendages: dry skin, pruritus, rash, sweating

Special Senses: abnormat vision, taste perversion, tinnitus

Urogenital System: dysuria

Additional drug-related adverse events considerad clinically relevant that occurred in <0.1% {rare
adverse events) of patients receiving gatifioxacin in single- and multiple-dose chnicat trials are as
foltows: .abnormal thinking, alcohol intolerance, arthrtis, asthma (bronchospasm), ataxia, bone pain,
bradycardia, breast pain, cheilitis, Solitis, convulision, cyanosis, depersonalization, depression, diabetes
melitus, dysphagia, ear pain, ecchymosis, edema, epistaxis, euphoria, eye pain, eye photosensitivity,
gastrointestinal hemonhage, generalized edema, gingivitis, halitosis, hallucination, hematemesis,
hematuna, hostiity, hyperesthesia, hypertonia, hyperventilation, hypoglycemia, lymphadenopathy,
maculopapular rash, metrarthagia, migraine, mouth edema, myalgia, myasthenia, neck pain, panic
attack, * paranoia, parosmia, phatophobia, pseudomembranous coltis, psychosis, ptosts, rectal
hemorrhage, stress, substermnal chest pan, tachycardia, taste loss, tongue edema, vesiculobulious rash.

Laboratory Changes

Chnically relevant changes in laboratory parameters, without regard to drug relationstup, occurred
n fewer than 1% of TEQUIN-treated patients. These included the following: neutroperia,
mereased ALT or AST levels, alkalife phosphatase, bifirubin, serum amylase, and electrolytes
abnormalities. it is not known whether these abnormalities were caused by the drug or the under-
lying condition being treated.

Postmarketing Adverse Event Reports
The following events have beeri reported dunng postapproval use of TEQUIN. Because these
events are reported voluntarily from a population of uncertain size, it is not always possible to
rehably estimate their frequency or establish a causal relationship to drug exposure.
Acute allergic reaction including anaphylactic reaction and angioneurotic edema, hepatitis,
ncreased International Normalized Ratio (INR)/prothrombin time, severe hyperglycermia
{including hyperosmolar nonketatic hyperglycemia), severe hypoglycemia, tendon rupture,
thrombocytopenia, and torsades de pointes.

OVERDOSAGE
Gatifloxacm exiubits a fow potential for acute toxicity i animal studies. The minimum lethal orat
doses in rats and dogs were greater than 2000 mg/kg and 1000 mg/kg, respectively. The minimum
lethal intravenous dose was 144 mg/kg in rats and greater than 45 mg/kg in dogs Clinical signs
abserved included decreased achvity and vespiratory fate, vomiting, tremors, and convuisions.

in the event of acute oral overdose, the stomach should be emptied by inducing vomiting or
by gastric favage. The patient should be carefully observed (including ECG monitoring) and
given symptornatic and suppeortive treatment. Adequate hydration should be mamntained.
Gatfloxacin is not efficiently remaved from the body by hemodialysis (approximately 14%
recovered over 4 hours) or by chronic ambulatory peritoneal dialysis (CAPD) (approximately
11% recoverad over 8 days)

DOSAGE AND ADMINISTRATION

The recommended dosage for TEQUIN Tablets or TEQUIN tryection is described in Table 4. Doses
of TEQUIN are adrinistered once every 24 hours. These recommendations apply to ali patients
with a creatinine clearance 240 mL/min, For patients with a creatinme clearance <40 mLU/min, see
the impaired Renal Function subsection. P

TEQUIN can be administered without regard to food, including milk and dietary supplements
contaifting calcium. .

QOral doses of TEQUIN should be administered at least 4 hours before the admimistration of
ferrous suifate, dietary supplements containing zinc, magnesium, or ron (such as multivitamins),
aluminum/magnesium-contamnmg antacids, or VIDEX® (didanosine} buffered tablets, buffered
solution, or buffered powder for oral suspension.

TEQUIN can be administered without regard to gender or age (218 years). Consideration should
be given 1o the possibility that the eldery may have impaired renal function (see PRECAUTIONS:
Genatric Use).

When ewtolung from intravonous to oral dosags administration, no dosage adjustment i1s
negessary. Patients whose therapy Is started with TEQUIN Injection may be switched to TEQUIN
Tablets when clinically indicates] at the discretion of the physician.

TEQUIN Imjection should be administered by INTRAVENOUS infusion only. It is not intended
for intramuscular, intrathecal, intraperitoneal, or subcutaneous administration.

Single-use wials require diution prior to administration (see Preparation of Gatifloxacin for
Intravenous Administration),

TEQUIN Injection should be administered by intravenous infusion over a period of 60 minutes.
CAUTION: RAPID OR BOLUS INTRAVENOQUS INFUSION SHOULD BE AVOIDED.

Tahle 4
| Gatifioxacin - Dosage Guidshnes
Infection? Daily Dose* Duration
Acute Bacterial Exacerbation 400 mg 5 days
of Chronie Bronctutis
Acute Sinusrbis 400 mg 10 days
Commundy-acquired Preumonia 400 mg 714 days
Uncomplicated Skim and Skin Structure.Infections 400 mg 7-10 days
Uncomplicated Unaary Tract 400 mg Siagle dose
Infactions {cyshtisy or 200 mg 3 days
Complicated Urinary Tract infectians 400 mg 7-10 days
Acute Pyalonephotis 400 mg 7-10 days
Uncomplcated Urethral Gonorrhea 400 mg Single dose
1n Men, Endecervical and
Rectal Gonarrhed it Women
3 due to the designated pathogens {see INDICATIONS AND USAGE)
© for esther te oraf of infravencus routes of admunistration for TEQUIN (see CLINICAL PHARMACOLOGY).

Impaired Renal Function

Since gatifloxacin is eliminated primanly by renat excretion, a dosage modification of TEQUIN s
recommended for patients with greatnine clearance <40 mb/min, including patierts on
hemodialysis and on CAPD. The recommended dosage of TEQUIN (gatifloxacin) is.

Table §
| Recomended Dosage of TECUIN in Adult Patiants with Renal impairent

Creatinine Claarance < {nitial Dose Subseguent Dose?
240 ml/min 400 mg. 400 mg every day
<40.miymm 400 mg 200 mg every day
Hemodalysis 400 mg 200 mg every day
LContinuous pentoneal dilysis 400 mg 200 mg every day

* Start dose on Day 2 of dosing

Adr ter TEQUIN (gatifl in) after a dialysis session for patients on hemodialysis

Single 400-mg dose TEQUIN regimen {for the treatment of uncomplicated uanary tract nfec-
tions and gonorrhea) and 200 mg onge daily for 3 days TEQUIN regimen (for the treatment of
unoor?upﬁcated urinary tract infections) require no dosage adjustment in patients with impaired |
renal function.
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- wial $CUUIHY [aDiets should be taken 4 hours before any afumunum- or magnesium-based
antacids {see PRECAUTIONS: Drug interactions);

« that TEQUIN Tablets should be taken at least 4 hours before the adminstration of ferrous
sulfate or dwtary supplements containg zine, magnesium, of vor {such as multivitaming)
{see PRECAUTIONS: Drug lnteracuons?; -

« that TEQUIN shouid be taken 4 hours before VIDEX® (didanosine) buffered tablets, buffered
solution, or buffered powder for oral suspension,

o that TEQUIN may be associated with thersensmvny reactions, even following the first
dose, and to discontinue the drug at the first sign of a skin rash, hives dr other skin
reactions, difficulty in swallowing or breathing, any swelling suggesting angicedema {eg,
swelling of the lips, tongue, face, tightness of the throat, hoarseness), or other symptoms
of an allergic reaction (see WARNINGS and ADVERSE REACTIONS);

« to discontinue treatment; rest and refrain from exercise; and inform their physician if they
experience pain, inflammation, or rupture of a tendon;

= that TEQUIN may cause dizziness and hghtheadedness:; thetefore, patients should know
how they react 1o this drug before they operate an automobiie or machinery or engage in
activities requiring mentat alertness or coordination;

» that phototoxicity has baen reported in patients recewving certan quinclones. There was no
photofoxicity seen with TEQUIN at the recommended dose in keeping with good medicat
practice, avoid excessive sunlight or arhficial ultraviolet fight {eg, tanning beds). If sunburn-
fike reaction or skin eruptions occur, contact their physician (see CLINICAL PHARMA-
COLOGY: Phot itivity P ial); .

» that convulsions have been reported in patients receving quinoiones, and they should
notify therr physician before taking this drug if there (s a history of this condition

Orug Interactions

TEQUIN (gatfloxacin) can be taken 4 hours before ferrous sulfate, dietary supplements contan-
ing zinc, magnesium, or ron {such as multivitamins), or aluminum/magnesium-containing antacids
without any significant pharmacokinetic interactions (see CLINICAL PHARMACOLOGY). |

Miik, calcium carbonate, ci idine, theophytline, wartarin, or midazolam: No significant
interactions have been observed when administered concomitantly with TEQUIN. No dosage
adjustments are necessary when these drugs are administered concomitantly with TEQUIN (see
CLINICAL PHARMACOLOGY)}. )
Antidiabetic Agents: Pharmacodynamic changes in glucose homeostasis have been seen with
concomitant glyburide use. However, no significant pharmacokinetic interactions have been
observed when glyburide was administered concomitantly with TEQUIN (see-CLINICAL PHAR-
MACOLOGY: Glucose Homeostasis and WARNINGS). .
Digoxin: Concomitant administration of TEQUIN and digoxin did not produce sigruficacnt afteration
of the pharmacokinetics of gatiflioxacin; howaver, an increase in digoxin concentrations was
observed for 3 of 11 subjects. Patents taking digoxin shoutd therefore be monitored for signs and/or
symptoms of toxicity. In patients who display signs and/or symptarns of digoxin mtoxicatior:, serum
digoxin concentrations should be determined, and digoxin dosage should be adjusted as apprapriate
(o QUINIOAL FHANMAGGLOOY).

Probenecid: The systemic exposure of TEQUIN is significantly increased following the
concomitant agministration of TEQUIN and probenecid (see CLINICAL PHARMACOLOGY).
Warfarin: in subjecis receiving warfann, no significant change in clofting tme was observed when
gatifioxacin was coadministered. However, because some quinoiones have been reparted to enhance
{the effects of warfarin or its denvatives, prothrombin time or other suitable anticoagutation test should
be monitored closely i a quindione antimicrobial Is administered with warfarin or #ts dexivatives.
Nonsteroidal anti-inflammatory drugs (NSAIDS): Although not observed with gatifioxacin in
preciinical and cimical trials, the concomitant administration of nonsteraidat amiuxnﬂammatogst)imgs

with a quinoione may increase the nsks of CNS stimutation and convulsions (see WARNIN!

Lah "

Test Interacti
There are no reported faboratory test interactions.

Carcinog i impairment of Fertiity

BEC3F1 mice given gatrfloxacin in the diet for 18 months at doses with an average intake of up
to 81 mg/kg/day m males and 90 mg/kg/day in females showed no increases In neoplasms
These doses are approximately 0.13 and 0.18 times the maximum recommended human dose
based upon daily systemic exposure (AUC).

In a 2~year dietaty carcinogenicity study in Fischer 344 rats, no mcreases in neoplasms were
seen in males given doses up 10 47 mg/kg/day and females given up to 138 mg/kg/day. These
doses are approximately 0.36 (mates) and 0.81 (females) times the maximum recommendad
human dose based upon daily systemic exposure. A statistically significant increase in the
incidence of large granular lymphocyte (LGL) leukemia was sesn n maies fréated with a hugh
dose of 100 mg/kg/day (approximately 0.74 times the maximum recommended human dose
based upon daidy systemic exposure) versus controls. Although Fischer 344 rats have a high
spontangous background rate of LGL leukemia, the incidence in high-dose males slightly
exceeded the historical control range established for this strain. Thedindings in high-dose mates
are not considered a concern with regard to the safe use of gatifloxacin m humans.

In genetic toxicity tests, gatifloxacin was not mutagenic in several strains of bacteria used in
the Ames lest; however, it was mutagenic to Salmanella strain TA102. Gatifioxacin was negative
in four in vivo assays that included oral and intravenous micronucleus tests in mice, an oral
cytogenetics test in rats, and an orat DNA repair test in rats. Gatiffoxacin was positive in in vitra
gene-mutation assays i Chinese hamster V-79 celis and in vifro cytagenetics assays in Chinese
hamster CHL/U cells. These findings were not unexpected,; simiar findings have been seen with
other gquinolones and may be due to the inhibitory effects of high concentrations on eukaryotic
type 1l DNA topoisomerase.

There were no adverse effects on fertility or reproduction in rats given gatiftoxacin orally at
doses up to 200 mg/kg/day {approximately equivalent to the maximum human dose based on
systemic exposure {AUC).

Pregnancy: Category C
There were no teratogenic effects observed in rats or rabbits at oral gatifioxacin doses up to
150 or 50 mg/kg, respectively (approximately 0.7 and 1.9 fimes the maximurn human dose
based on systemic exposure). However, skeletal maiformations were absetved m fetuses from
rats given 200 mg/kg/day orally or 80 mg/kg/day intravenously during organogenssis.
Developmental delays in skeletal ossification, including wavy nbs, were observed in fetuses
from rats given oral doses of 2150 mg/kg or intravenous doses of 230 mg/kg dailly during
organogenesis, suggesting that gatifloxacin is shghtly fetotoxic at these doses. Similar findings
have been seen with other quinolones. These changes were not seen in rats or rabbits given oral
doses of gatifioxacin up to 50 mg/kg (approximately 0 2 and 1.9 tmes the maximum human
dose, respectively, based on systemic exposure}.
hen rats were given orat doses of 200 mg/kg of gatifloxacin beginning in late pregnancy and

continuing throughout lactation, tate postmplantation loss increased, as did neonatal and
perinatal mortalities. These observations also suggest fatotoxicity. Similar findings have been
seen with other quinolones.

Because there are no adequate and weli-controlled studies in pregnant women, TEQUIN should
be used during pregnancy only if the patential benefit outweighs the potential risk to the fetus.

Nursing Mothers

Gatifloxacin is excreted in the breast mitk of rats. it 1s not known whether this drug is excreted
in human milk. Because many drugs are excreted in human milk, caution should be exercised
when gatifloxacin is administered to a nursing woman.

Pediatric Use

The safety and effectiveness of gatfioxacin in pediatric populations (<18 years of age) have not
been established. Quinolones, including gatfloxacin, cause arthropathy and osteochondrotoxicity
in juvenile ammals {rats and dogs).

Geriatric Use

During the postmarketing perod, serious disturbances of glucose. homeostasis have been
reported in elderly patiants being treated with TEQUIN (see WARNINGS, PRECAUTIONS: Drug
tnteractions, and ANIMAL PHARMACOLOGY).

In multiple-dose chinical trals of gatifioxacin (n=2891), 22% of patients were 265 years of age
and 10% were 275 years of age. No overall differences in safety or efficacy were observed m
clinical tnals between these subjects and younger subjects, and other reported chinical experi-
ence has not identified differences in responses between the elderly and younger patients, but
greater sensitivity of some older individuals cannot be ruled out.

This drug is known to be substantially excreted by the kidney, and the risk of toxic reactions
to this drug may be graater i patients with impawed renal function, Because eiderly patients are
mnore likely to have decreased renal function, care should be taken i dose selection, and # may
e useful to monitor renal function (see DOSAGE AND ADMINISTRATION).

Laboratory Changes N

Clinicafly relevant changes in laboratory-parameters, without regard to drug relationship, occurred
n fewer than 1% of TEQUIN-treated patients. These included the following: neutropenia,
increased ALT or AST levels, alkaline phosphatase, bilirubin, serum amylase, and electrolytes
abnormalities. it 15 not known whether these abnommalities were caused by the drug or the under-
lying condition being treated.

Postmarketing Adverse Event Reports
The following events have been reported durning postapproval use of TEQUIN. Because these
events are reported voluntarily from a population of unpertan size, it is not always possible to
refiably estimate their frequency or astablish a causal relahionship to drug exposure.
Acute allergic reaction including anaphyfactic reaction and angioneurctic edemna, hepatits,
moreased International Normalized ‘Ratio (INRYprothrombin time, severe hyperglycenua
(ncluding hyperosmolar nonketolic hyperglycernta), severe hypoglycemia, tendon rupture,
thrombocytopemia, and torsades de pointes.

QVERDOSAGE .

Gatifioxacin exhibits a low potential for acute tocity v animal studies. The mimimum lethal oral
doses in rats and dogs were greater than 2000 mg/kg and 1000 mg/kg, respectively. The minimum .
tethal intravenous dose was 144 mg/kg in rats and greater than 45 mg/kg n dogs. Clinical signs
abserved ncluded decreased activity-and respiratory rate, vomiting, fremors, and convufsions.

In the event of acute oral overdose, the stomach should be emptied by inducing vomiting or
by gastric lavage. The patient shouid be carefully observed {including ECG monitoring) and
iven symptomatic and supportive treatment. Adequate hydration should be maintamed
atifloxacin is not efficiently removed from the body by hemodialysis (approximately 14%
recavered over 4 hours) or by chronic ambulatory pentoneal dialysis (CAPD) (approximately
11% recovered over 8 days).

DOSAGE AND ADMINISTRATION

The recommended dosage for TEQUIN Tablets or TEQUIN Injection s described in Table 4 Doses
of TEQUIN are adrministered once every 24 hours. These recommendations apply to alt patients
with a creatinine clearance 240 mi/min, For patients with a creatinine clearance <40 mb/min, see
the Impaired Renal Function subsection

TEQUIN can be administered without regard to food, inciuding milk and dietary supplements
contamung catcwm,

Oral doses of TEQUIN should be adrunistered at least 4 hours before the administration of
terrous sulfate, distary supplements contamning zing, magneswum, of iron (such as muttivitamns),
aluminum/miagnesium-containing antacids, or VIDEX® {drdanosine) buffered tablets, buffered
solution, or buffered powder for oral suspension.

TEQUIN can be administered without refjard 10 gender or age (218 years). Consideration should
be given to the possibility that the elderly may have imparred renal function (see PRECAUTIONS:
Geriatric Use!

on owitohing from intravorous to oral dce%%a adrmistration, no dosage adjustment is
necessary. Patients whose therapy 1s starfed with TEQUIN (njection may be switched to TEQUIN
Tablets when chinically indicated at the discrehon of the physician.

TEQUIN Iyéction should be administered by INTRAVENOUS infusion only. It 1s not intended
for intramuscular, intrathecal, intraperitoneal, or subcutaneous adminustraton,

Single-use vials require diution prior to administration (see Preparation of Gatifloxacin for
intravenous Admuinistration).

TEQUIN Injection should be administered by intravenous infuston over a perod of 80 minutes.
CAUTION: RAPID OR BOLUS INTRAVENOUS INFUSION SHOULD BE AVOIDED.

Tahle 4
Gatiftoxacin - Dosage Guidelines
Infection® Daily Dose® Duration
Acute Bacterial Exacerhation 400 mg 5 days
of Chrenic Bronctutis
Acute Sinaitis 400 mg 10 tays
Cammuonity-acqtured Pagumonia 400 mg 7-14 days
Uncomplicated Skin and Skin Structure Infections 400 mg 7-10 days
Uncomplinated Urinary Tract 400 mg Smgle dose
Infections (cystitis)y o 200 mg 3days
Complicated Urinary Tract Infechons 400 mg 7-10 tays
Acute Pystonephmis 400 mg 7-10 days
Uncomphcated Urethrai Gonarrhea 400 my Single dose
1 Men, Endotervical and

Rectal Gonoerhea i Women §
3 due to the designated pathagens (see INDICATIONS AND USAGE)
® for erther the oral of intravenous routes of administcation for TEQUIN (see CLINIGAL PHARMACOLOGY)

tmpaired Renal Function
Since gatifloxacn is eliminated primaniy by renal excretion, a dosage modification of TEQUIN is
racommended for pafients with creatinine clearance <40 ml/min, ncluding patients on
nemodialysis and on CAPD. The recommended dosage of TEQUIN {gatifloxacin} 1s:
Yable §

Aecommendsd Bosage of TEQUIN in Aduft Patients with Renal tmpairment

Creatinine Cledrance initial Bose Subsequent Dose*

240 ml/oun 400 ™g 400 mg every day

<40 miSmin 400 mg 200 mg every day

Hemodlalysis 400 mg 200 mg every day

Contnuous perioneat gualysts 400 mg 200 mg svery day
4 Start dosa aa Day 2 of domag.

Administer TEQUIN (%atiﬁoxacin) after a dialysis session for patients on hemodialysis.

Single 400-mg dose TEQUIN regimen-{for the treatment of uncomplicated urnary tract infec-
tions and gonorrhea) and 200 mg once daily for 3 days TEQUIN regimen {for the treatment of
uncomplicated 'urinary fract infections} require no dosage adjustment in patients with impawed
renat function. .

The following formula may be used to estimate creatinine clearance:

Men: Creatinine Clearance {ml/mun) = Weight (kg) x {140 - age}

72 x serum creatinine {mg/dt)

Women. 0.85 x the value calculated for men.

Chronic Hepatic Disease

No adjustment in the dosage of TEQUIN is necessary in patients with moderate hepatic impawment
(Child-Pugh Class B). There are no data in patients with severe hepatic impairment {Child-Pugh
Class C) {see CLINICAL PHARMACOLOGY).

ous Admil on

Preparation of Gatifloxacin for Intravenous Administration

TEQUIN solution in single-use vials: TEQUIN Injection is supphed in single-use 40 mi wals
(10 mg/ml) contamning a concentrated solution of gatifioxacin in 5% dextrose (400 mg of
gatifloxacin) [see HOW SUPPLIED]. THESE TEQUIN INSECTION SINGLE-USE VIALS MUST BE
FURTHER DILUTED WITH AN APPROPRIATE SOLUTION PRICR TO INTRAVENOUS ADMINIS-
TRATION. The concentration of the resulfing diluted solutioh should be 2 mg/ml. prior to
admunistration. .

Compatible intravenous solulions; Becausé a hypotonc sofution results, Water for Injection
should not be used as a diluent when preparing a 2 mg/miL solution from the concentrated solution
of gatifloxacin (10 mg/mik.} (see PRECAUTIONS) Any of the following intravenous solutions may be
used ta prepars a 2 mg/mL gahiloxacin saiution.

5% Dextrose Iryection, USP

0.9% Sodm Chionde injection, USP

5% Dextrose and 0.9% Sodwum Chloride injection, USP

Lactated Ringer’s and 5% Dextrose Injection, USP

5% Sodum Bicarbonate Injection, USP

[;Iasn}a-b)étg;” 56 and 5% Dextrose Inection Multiple Electroiytes and Dextrose tnjection,
ype 1.

M/6 Sodium Lactate Injection, USP

Gatifloxacin solutions at 2 mg/mi. also have been shown to be compatible with 20 mEq/L
Potassium Chlonde n 5% Dextrose and 0.45% Sodwm Chionds Injection, USP

Plasma-Lyta®1s a registered trademark of Baxter International, Inc,



This intravenous drug praduct shauld be inspected visually for particulate matter prior to dilution
and admmistration. Samples contamning visible particles should be discarded. Since no preservative or
bacterostatic agent is present in this product, aseptic technique must be used i preparation of the
final Intravenous solution. Since the wials are for single-use only, any unused portion remairing in the
vial should be discarded.

Since only limited data are avalable on the compatiiiity of gatfioxacin intravenous injection
with other intravenous substances, additves or other medications should vot be added to
TEQUIN Injection in single-use vials or infused simultaneously through the same intravenaus line,

if the same intravenous fine is used for sequential wfusion of differert drugs, the tine should
be flushed before and after infusion of TEQUIN Injection with an infusion splution cordpatible
with TEQUIN Injection and with any other drug(s) adminstered wia this common hne.

If TEQUIN Injection s to be given concomitantly with another deug, each drug strouid be gwen
separately in accordance with the recommended dosage and route of admnistration for each
drug

TEQUIN Injection premix in single-use flexible containers: TEQUIN Injection is alsa available
in ready-to-use 100- and 200-mil. flexible bags containing a dilute solution of 200 or 400 mg
gatftoxacin in 5% dextrose. NO FURTHER DILUTION OF THIS PREPARATION 1S NECESSARY.

This itravenous drug product should be nspected visually for particulate matter prior to
administration. Samples containing vistble particles should be discarded.

Since the premix flexible bags are for single use only, any unused porfion shoyld be discarded.

Since only imited data are available on the compatibiity of gatifloxacm intravenous injection
with other ntravenous substances, additives or other medications should not be added to
TEQUIN tnjection in flexible containers or mfused simultaneously through the same intravenous
line. If the same intravenous line 1s used for sequential infusion of different drugs, the line should
be flushed before and after infusion of TEQUIN Imection with an infusion solution compatible
with TEQUIN Injection and with any other drug(s) administered via this common fine,

{I’.'S"UC“O”S for the use of TEQUIN {gatifioxacin it 5% dextrose} Injection premux in flexible containers:

© open.

1. Tear outer wrap at the notch and remove solution container

2 Check the container for minute leaks by squeezing the inner bag firmly. ff leaks are found, or
if the seal is not intact, discard the splution, as the sterlity may be compromised.

3. Use only if solution is clear and light yellow to greemsh-yeliow n color.

4. Use sterife equipment.

5. WARNING: Do not use flexit i in series 1 Such use could result in
air embolism due to residual air being drawn from the primary container before administration
of the fluid from the secondary contamer is compiete.

Preparation for administration.

Close flow control clamp of administration set.

Remove cover from port at bottom of contamer.

insert piercing pin of administration set into port with a twisting motion untii the pin is firmiy

seated. NOTE: See full directi on administration set carton.

Suspend container from hanger.

Squeeze and release drip chamber to establish proper fluid level in chamber during infusion

of TEQUIN [njection premix in flexible containers.

Open flow control clamp to expel air from set. Close clamp

. Regulate rate of admunistration with flow control clamp.

Stability of TEQUIN Injection as Supplied
When stored under recommended conditions, TEQUIN Injection, as supplied in 40-mL vials and i
100-mL and 200-mi. flexible containers, is stable through the expiration date printed on the fabel.

Stabilty of TEQUIN Inyection Following Ddution

TEQUIN injection, when dituted in a compatible intravenous fiuid to a concentration of 2 mg/mL,
is stable for 14 days when stored between 20° C fo 25° C or when stored under refrigeration
between 2° G to 8° C.

TEQUIN [njection, when diluted to a concentration of 2 mg/mt. in a compatible intravenous
flud EXCEPT FOR 5% SODIUM BICARBONATE INJECTION, USP may be stored for up to
6 months at -25° C to -10° C (-13° F to 14° F). Frozen solutions may be thawed atcontrolled
room temperature Solutions that have been thawed are stable for 14 days after removal from
the freezer when stored between 20° C 1o 25° C or when stored under refrigeration between
2° C to 8° C. Solutions should not be refrozen.

(e e
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HOW SUPPLIED
Tablets
TEQUIN® (gatifloxacin) Tablets are available as 200-mg and 400-mg white, film-coated tablets.
The tablets are almond shaped and biconvex and contain gatifioxacin sesquihydrate equivatent
to edher 200 mg or 40Q mg gatifloxacin.
TEQUIN Tablets are packaged in bottles, unit dose blister strips, and multidose blister packs
of & tablets (TEQUIN Teq-Paq™) in the following configurations:
200 mg tablets--color: white; shape: biconvex; debossing. “BMS” on one side and
“TEQUIN" and “200" on the other
Bottles of 30 (NDC 0015-1117-50)
Biister pack of 100 (NDC 0015-1117-80)
400 mg tabiets-color: white; shape: biconvex; debossing” “BMS" on one siie and
“TEQUIN” and “400” on the other.
Bottles of 50 (NDC 0015-1177-60)
Blister pack of 100 (NDC 0015-1177-80)
Carton of 3 TEQUIN Teg-Pags™ (5 tablets each) (NDG 0015-1177-21)

Storage
Store at 25° C (77° F); excursions permitted to 15° to 30° € (59° to 86° F) [see USP Controlled
Room Temperature).

ir Soluti Sing Vials
TEQUIN® (gatifloxacin) Injection 1s available for intravenous administration n the foliowing con-
figurations:
Single-use viais contaming a clear, ight yeliow o greemish-yeliow solution at a concentration of
10 mg/mi gatifioxacin.

10 mg/mL (400 mg}, 40-mL vials (NDC 0015-1179-80)

Storage
Store at 25° G (77° F), excursions permitted to 15° to 30° C (59° to 867 F} {see USP Cantralied
Room Temperature].

Intravenous Solution—Premix Bags
TEQUIN® (gatifioxacin v 5% dextrosej Imjection s avalable in ready-to-use fiexible bags
containing a dilute solution of 200 mg or 400 mg of gatifloxacin m 5% dextrose. Premix bags
are manufactured by Abbott Laboratories in North Chicago, L.
2 mg/mt. (200 mg), 100-mi. flexible contamer {NDC 0015-1180-80)
Carton of 24 (NDC 0015-1180-79)
2 mg/mL (400 mg), 200-mL flexible contamer (NDC 0015-1181-80)
Carton of 24 {(NDC 0015-1181-79)

Storage .
Store at 25° C (77° F); excursions perritted to 15° to 30° C (58° to 86° F) [see USP Controlled
Room Temperature). Do not freeze.

ANIMAL PHARMACOLOGY

in three animal species (rats, beagle dogs, and cynomolgus monkeys) given oral gatfloxacin doses
approximately 1.0- to 19-times the approved human dose {based on body surface area} from one to
six months, electron microscopy showed vesiculation of rough endoplasmuc reticulum and
decreased secretory granules in pancreatic B-cells of alt three species. These ultrastructural changes
correlated with vacuolation of pancreatic B-cefls seen by light microscopy i dogs given a dose level
for one or six months that was approximately equivalent to the human dose (based upon body
surface area and plasma AUC) Following a 4-week recovery period without gatifloxacin, partial
recovery from these pancrastic chancac wae coan in the rat and samnlaba smas e PR
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4 Susgpend contamer from hanger,
5 Squeeze and release drip chamber 1o establish proper fluid tevel in chamber duning infusion
of TEQUIN Injection premix in flaxible containers.
8, Open fiow control clamp to expel ar from set. Close clamp.
7. Reguiate rate of admynistration with flow cantrol clamp.

Stabiity of TEQUIN Injection as Supplied
When stored under recommended conditions, TEQUIN Injection, as supplied in 40-ml vials and in
100-mi and 200-mi. flexible’containers, s stable through the expiration date printed on the labet

Stabiity of TEQUIN injection Following Dilution

TEQUIN Injection, when diuted in a compatible mtravenous fluid to a congentration of 2 mg/ml.,
is stable for 14 days when stored between 20° C to 25° C or when stored under refrigeration
between 2° C 10 8° C.

TEQUIN Injection, when diluted to & concentration of 2 mg/mb i a compatible mtravenous
fluid EXCEPT FOR 5% SODIUM BICARBONATE INJECTION, USF, may be stored for up to
6 months at -25° C 10 -10°'C (-13° F o 14° F). Frozen solutions may be thawed at controlied
room temperature. Salutions that have been thawed are stable for 14 days after ramoval from
the freezer when stored between 20° C to 25° G or when stored under refrigeration between
2° C to 8° C. Salutions should not be refrozen.

HOW SUPPLIED
Tablets
TEQUIN® (gatsfloxacin) Tablets are avadable as 200-mg and 400-mg white, film-coated tablets.
The tablets are almond shaped and biconvex and contain gatifioxacin sesquihydrate equivalent
to either 200 mg or 400 mg gatifloxacin.
TEQUIN Tablets are packaged in botties, unit dose blister stnps, and multdose blister packs
of 5 tablets (TEQUIN Teg-Pagq™) in the {ollowing configurations:
200 mg tablets—color: white; shape. biconvex; debossing: “BMS” on one side and
“TEQUIN" ang “200” on the other
Bottles of 30 (NDC 0015-1117-50)
Blister pack of 100 (NDC 0015-1117-80}
400 mg tablets—color: whits, shape. biconvex; debossing: “BMS” on one side and
“TEQUIN" and “400” on the other.
Bottles of 50 (NQC 0015-1177-80)
Blister pack of 100 (NDC 0015-1177-80)
Carton of 3 TEQUIN Teq-Pags™ (5 tablets each) (NDC 0015-1177-21)

Storage
Store at 25° C (77° £); excursions permitted to 15° 1o 30° C (59° to 86° F) [see USP Controlled
Room Temperature].

intravenous Sofution—Singte-use Vials
TEQUIN® (gatifioxacin} Injection is available for ntravenous adnunstration in the following con-
figurations:
Single-use vials containing a clear, ight yeliow to greenish-yeliow solution at a concentration of
10 mg/mL gatifloxacin.

10 mg/ml (400 mg), 40-mi. vials (NDC 0015-1179-80)

Storage
Store at 25° C {77° F); excursions permitted to 15° to 30° C (59° to 88° F) {see USP Controtied
Room Temperature].

Intravenous Solution—Premix Bags
TEQUIN® (gatifloxacin in 5% dextrose) Injection is available in ready-to-use flexible bags
containing a didute solution of 200 mg or 400 mg of gatifloxacin in 5% dextrose. Premix bags
are manufactured by Abbott Labaratories it North Chicago, H.
2 mg/mL {200 mg}, 100-mL flexible container (NDC 0015-1180-80)
Carton of 24 {NDC 8015-1180-79)
2 ma/ml {400 mgy, 200-mL flexible contaner (NOC 0015-1181-80)
Carton of 24 (NDC 0015-1181-79)

Storage
Store at 25° C (77° F); excursions permitted to 15° to 30° C {59° to 86° F) [see USP Controlled
Room Temperature]. Do not freeze.

ANIMAL PHARMACOLOGY

in three arumal species (fats, beagle dogs, and cynomolgus monkeys) given oral gatifioxacin dosés
approximately 1.0- to 18-times the approved human dose (based on body surface area) from one to
six months, electron microscopy showsd vesiculation of rough endoplasmic reticulum and
decreased secretory granules n pancreatic f-cells of all three species. These ultrastructural changes
correlated with vacuolation of pancreatic fi-celfs seen by light microscopy in dogs given a dose tevel
for one or six months that was-approximately equivalent to the human dose {based upon body
surface area and plasma AUC) Following a 4-week recovery pencd without gatifioxacin, partiat
recovery from these pancreatic changes was seen in the rat and complete recovery was evident in
beagle dogs and cynomolgus monkeys {ses WARNINGS and CLINICAL PHARMACOLOGY).

in contrast to some other quino)one antibacterials, there was no evidence of phototoxicity
when gatifioxacin was evaluated in the hairless mouse or gquinea pig models using simulated
sunlight or UVA radiation, respsctively.

Unlike some other members of the quinolone class, crystaliuna, ocular toxicity, and testicular
degeneration were not observed in 6-month repeat dose studies with rats or dogs given
gatifloxacin.

While some quinolone antibacterials have proconvulsant activity that is exacerbated with con-
comttant use of nonsterodal ant-inflammatory drugs (NSAID), gatifloxacin did not produce an
ncrease in serzure activity when administered intravenously to mice at doses up to 100 mg/kg 0
combination with the NSAID fenbufen.

Quinolone antibacteriais have been shown to cause arthropathy in immatuce animals. There
s no evidence of arthropathy in fully mature rats and dogs given gatiffoxacin for 6 months at
doses of 240 or 24 mg/kg, respectively (approximately 1 5 times the maximum human dose In
poth species based on systemic exposure). Arthropathy and chondrodysplasia were sbserved
in immature dogs given 10 mg/kg gahfloxacin orally for 7 days (approximately equal to the max-
wmurm human dose based upon systemic exposure) [see WARNINGS] The relevance of these
findings to the climcat use of gatifloxacin 1s unknown

Some members of the quinolone class have been shown to cause prolongation of the QT
interval in dogs. Intravenous 10-ing/kg botus doses of gatifioxacin had no effect on QT interval,
n anesthetized dogs.

REFERENCES
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2 Natonal Committee for Ciinical Laboratory Standards. Performance Standards for Annmlcroblal Lusk
Susceptibility Tests - Seventh Edition, Approved Standard, NCCLS Document M2-A7, Vol. 20, Na 1,
NCCLS, Wayne, PA, January 2000



Patient information About:

TEQUIN®

{gatifloxacin}
200 mg and 400 mg Tablets

This section contains important information about TEQUIN (gatifioxacin) that
you should read before you bagin treatment. This section does not fist all the
benefits and risks of TEQUIN and does not take the place of discussions with
your doctor or healthcare professional about your medical condition or your
treatment. If you have questions, talk with your healthcare professional. The
medicine described here can only be prescribed by a hcensed healthgare
professional. Only your healthcare professional can determine if TEQUIN is
right for you.

What is TEQUIN?
TEQUIN (pronounced TEK wirn) is an antibiotic used to treat lung, sinus, skin, or
urinary tract infections, and also to treat certain sexually fransmitted diseases
caused by germs called bacteria. TEQUIN kills many of the kinds of bacteria
that can infect the lungs, sinus, skin, and urinary tract and that cause certain
sexually transmitted diseases. TEQUIN has been shown in a large number of
clinical trials to be safe and effective for the treatment of bacterial infections.

Sometimes viruses, rather than bactena, may infect the lungs and sinuses
(for exampte, the common cofd). TEQUIN, like alf other antibiotics, does not
kill viruses. '

The sexually transmitted disease called gonorrhea is treated by TEQUIN. Other
diseases called syphilis or non-gonococcal disease are not treated by TEQUIN,

You should contact your doctor if you think your condition is not improving
while taking TEQUIN. TEQUIN Tablets are white and contain either 200 mg or
400 mg of active drug.

How and when should | take TEQUIN?

TEQUIN should be taken once a day for 1 to 14 days depending on your
prescription. It should be swallowed whole and may be taken with or without
food. Try to take the tablet at the same time each day.

You may begin to fes! better quickly; however, in order to make sure that alt
bacteria are kifled, you should complete the full course of medication. Do not
take more than the prescribed dose of TEQUIN. Try not 1o miss a dose, but if
you do, take it as soon as possible. If it is almost time for the next dose, skip
the missed dose and continue your regular dose.

Who should not take TEQUIN?

You should avoid TEQUIN if you have ever had a severe allergic reaction to
any medicine in the group of antibiotics known as “quinolones” such as
CIPRO® (ciprofioxacin) or LEVAQUIN® (levofioxacin.

You should avoid TEQUIN if you have a rare condition known as congenital
prolongation of the QT interval. If any of your family members have this
condition, you should inform your healthcare professional.

You should avoid TEQUIN if you are being treated for heart rhythm distur-
bances with certain medicines such as quinidine, procainamide, amiodarone, or
sotalol. Inform your healthcare professional if you are taking a heart rhythm drug.

You should avoid TEQUIN if you have a condition known as hypokalemia
(low blood potassium). Hypokalemia may be caused by medicines called
diuretics such as furosemide and hydrochlorothiazide. If you are taking a
diuretic you should speak with your healthcare professional.

If you are pregniant ar planning to become pregnant while taking TEQUIN, talk
to your doctor before taking this medication. TEQUIN is not recommended for
use during pregnancy or nursing, as the effects on the unborn child or
nursing infant are unknown.

TEQUIN is not recommended for children.

What about other medications | am taking?

It is important to'let your healthcare provider know all of the medicines that

you are using.

« It1s important to let yeur healthcare provider know if you are taking certain med-
wcines that can have an effect on an electrocardiogram test, such as
cisapride, erythromycin, some antidepressants, and some antipsychotic drugs.

e You shaould tell your healthcare professional if you are taking medicines
called diuretics (also sometimes called water piils) such as furosemide and
hydrochiorothiazide, because diuretics can sometimes cause low potassium.

« if you have diabetes, it is important to let your healthcare provider know that
you have this condition and what medications you are taking for it.

» Many antacids and multivitamins may interfere with the absorption of
TEQUIN and may prevent it from working properly. You should take TEQUIN
4 hours before taking these products.

What are the possible side effects of TEQUIN?
TEQUIN is generally well tolerated. The most common side effects that can
accur when taking TEQUIN are usually mild and include nausea, vomiting,
stomach pain, diarrhea, dizziness, and headache. You should be careful about
dnving or operating machinery until you are sure TEQUIN does not cause
dizziness. If you notice any side effects not mentioned in this section or if you
have any question or concerns about the side effects you are experiencing.
please discuss them with your healthcare professional.

in a few people, TEQUIN, like some other antibiotics, may produce a smail
effect on the heart that 1s seen on an electrocardiogram test. Although this has
not caused any problems in more than 4000 patients who have taken TEQUIN
In premarketing clinical trials, in theory, it could result in extremmely rare cases of
abnormal heartbeat, which may be dangerous. Contact your healthcare profes-
sional if you develop heart paipitations (fast beating) or have fainting spells.

Disturbances of blood sugar, including symptoms of high blood sugar
{nyperglycemia) and low biood sugar {hypoglycemia), have been reported
with TEQUIN in diabetic patients. Elderly patients with additional medical
prablems or taking additional medications may aisc be at risk for high blood
sugar. If you develop low biood sugar while on TEQUIN, you should take
immediate measures to increase your blood sugar, stop taking TEQUIN, and
contact your healthcare professional at ance. If you develop high blood sugar
while on TEQUIN, you should contact your healthcare professional at once
before taking additional TEQUIN. If you have diabetes or suspect that you
may have diabetes, discuss how to detect changes in your blood sugar withl
your healthcare professional at once before taking additional TEQUIN.

Where can | get more information about TEQUIN?



the missed dose and tontinue your regular dose.

Who should not take TEQUIN?

You shouid avoid TEQUIN if you have ever had a severe allergic reaction to
any medicine in the group of antibiotics known as “quinolones” such as
CIPRO® (ciproffoxacin) or LEVAQUIN® (levofioxacin).

You should avoid TEQUIN if you have a rare condition known as congenital
prolongation of the QTc interval. if-any of your family members have this
condition, you should inform your healthcare professional.

You should avoid TEQUIN if you are being treated for heart rhythm distue-
bances with certain medicines such as quinidine, procainamide, amiodarone, or
sotalol. inform your healthcare professional if you are taking a heart rhythm drug.

You should avoid TEQUIN if you have a condition known as hypokalemia
{low blood potassium). Hypokalemia may be caused by medicines called
diuretics such as furosemide and hydrochlorothiazide. If you are taking a
diuretic you should speak with your healthcare professional.

1f you are pregnant or planning to become pregnant while taking TEQUIN, talk
to your doctor before taking this medication. TEQUIN is not recommended for
use during pregnancy or nursing, as the effects on the unborn child or
nursing infant are unknown.

TEQUIN is not recommended for children.

What about other medications { am taking?

It is important to let your healthcare provider know all of the medicines that

you are using.

» {tis important to let yeur-healthcare provider know if you are taking certain med-
icines that can have an effect on an electrocardiogram test, such as
cisapride, erythromycin, some antidepressants, and some antipsychotic drugs.

* You should tell your healthcare professional if you are taking medicines
called diuretics (also sometimes called water pills} such as furosemide and
hydrochlorothiazide, because diurstics can sometimes cause low potassium,

« if you have diabetes, it is important to let your heafthcare provider know that
you have this condition and what medications you are taking for it.

* Many antacids and multivitamins may interfere with the absorption of
TEQUIN and may prevent it from working properly. You should take TEQUIN
4 hours before taking these products.

What are the possible side effects of TEQUIN?
TEQUIN is generally weli folerated. The most comman side effects that can
occur when taking TEQUIN are usually mild and include nausea, vomiting,
stomach pain, diarrhea, dizziness, and headache. You should be careful about
driving or operating machinery until you are sure TEQUIN does not cause
dizziness. If you notice any side effects not mentioned in this section or if you
have any question or concerns about the side effects you are experiencing,
please discuss themn with your healthcare professional.

in a few people, TEQUIN, like some other antjbictics, may produce a small
effect on the heart that is seen on an electrocardiogram test. Aithough this has
not caused any problems in more than 4000 patients who have taken TEQUIN
in premarketing clinical trials, in theory, it could result in extremely rare cases of
abnormal heartbeat, which may be dangerous. Contact your healthcare profes-
sionat if you develop heart palpitations (fast beating} or have fainting spells.

Disturbances of blood sugar, including symptoms of high blood sugar
thyperglycemia) and low blood sugar (hypoglycemia), have been reported
with TEQUIN in diabetic patients, Eiderly patients with additional medical
problems or taking additional medications may also be at risk for high blood
sugar. If you develop low blood sugar while on TEQUIN, you shouid take
immediate measures to increase your blood sugar, stop taking TEQUIN, and
contact your healthcare professional at once. If you develop high blood sugar
while on TEQUIN, you should contact your healthcare professional at once
before taking additional TEQUIN. If you have diabetes or suspect that you
may have diabetes, discuss how to detect changes in your blood sugar with
your healthcare professional at once before taking additional TEQUIN.

Where can | get more information about TEQUIN?

This section is a summary of the most important information about TEQUIN.
it does not include everything there is to know about TEQUIN. if you have any
questions or problems, you should talk to your doctor or healthcare provider.
There is also a leaflet (Package Insert) written for healthcare professionals that
your pharmacist can let you read. You may want 16 read this information and
discuss it with your doctor or other healthcare professional. Remember, no
written information can replace careful discussion with your doctor.

Remember

* Take your dose of TEQUIN once a day.

* Complete the course of medication (take all of the pills) even If you are feeling
better.

* Do not use TEQUIN for another condition or give it to others.

» Store TEQUIN tablets at room temperature in a tightly sealed container.

« Throw away TEQUIN when it is outdated or no longer needed by flushing it
down the toilet.

» Keep this and all medications out of reach of chifdren.

CIPRO® (ciprofloxacin) is a registered trademark of the Bayer Corporation.
LEVAGUIN® (levofloxacin) is a registered trademark of Ortho-MoNest Pharmaceutical, inc

Bristol-Myers Squibb Company
Princeton, NJ 08543 USA

Licensed from Kyorin Pharmaceutical Company, Limited, Tokyo, Japan
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